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BACKGROUND OF THE I NVENTION 
This is a continuation-in-part of U.S. Patent Application S.N. 09/230,829, filed on 
10 January 29, 1999, which claims priority to PCT Application No. PCT/US97/ 13386, filed 
on August 1, 1997 which in turn is a continuation-in-part of co-pending U.S. Patent 
Application Serial No. 08/692,012 filed August 2, 1996. 
(1) Field of the Invention 

This invention concerns 2,6,9-trisubstituted purines that have been discovered to be 
15 selective inhibitors of cell cycle kinases and, as such, the compounds are inhibitors of cell 
proliferation. The 2,6,9-trisubstituted purines are useful in for example in - treating 
autoimmune diseases, e.g. rheumatoid arthritis, lupus, type I diabetes, multiple sclerosis, etc., 
in treating cancer, cardiovascular disease, such as restenosis, host vs graft disease, gout, 
polycystic kidney disease and other proliferative diseases whose pathogenesis involves 
20 abnormal cell proliferation. 

This invention also concerns 2,6,9-trisubstituted purines that have been discovered to 
be potent and specific inhibitors of IkB-cc kinase which prevents signal induced NF-kB 
activation and cytokine synthesis in vitro and in vivo. Such inhibitors are expected to inhibit 
the synthesis of cytokines and adhesion proteins whose synthesis is transcriptionally regulated 
25 by NF-kB. Proinflammatory cytokines such as 1L-1, 1L-6, TNF and adhesion proteins (e.g. 
ICAM, VCAM and selections) belong to this class of molecules and have been implicated in 
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the pathogenesis of inflammatory diseases. Thus a potent inhibitor of IkB-cx kinase is useful 
in the clinical management of diseases where NF-kB activation is required for disease 
induction. 

(2) Description of the Art 
5 In the past few years, advances in molecular and cellular biology have contributed to our 
understanding, of the mechanisms of cell proliferation and of specific events that occur during 
progression of cells through mitosis. E.g., "Progress in Cell Cycle Research" Vol 1, Eds. L. 
Meijer, S. Guidet and H.Y.L. Tung; Plenum Press, New York, 1995. These studies have 
shown that progression through the cell cycle is controlled by a family of serine/threonine 

10 kinases called cyclin dependent kinases. These enzymes contain (a) a catalytic protein called 
cyclin dependent kinase (CDK) that uses ATP as a substrate and (b) a regulatory protein 
called cyclin. Different cyclin-CDK combinations control events such as growth, DNA 
replication and cell division. One key member of the CDK family of enzymes is CDK2. 
CDK2 activity has been shown to be essential for mammalian cell cycle progression at the 

15 Gl/S boundary. Microinjection of antibodies directed against CDK2 blocks the progression 
of human diploid fibroblasts into the S phase of the cell cycle. Expression of a CDK2 
dominant negative mutant in human osteosarcoma cells has a similar effect. Together, these 
studies indicate that inhibition of cellular CDK2 activity will prevent progression of cells 
through the mitotic cycle and induce growth arrest prior to the S phase. Consistent with this 
. 20 view, in vitro studies with olomoucine (2-(hydroxyethylamino)-6- 
benzylamino-9-methylpurine), have shown that it is a specific inhibitor of CDK2 with an IC* 
of approximately 2.1 ng/ml J. Vesely, et al.; Eur. IBiochem 224, 771-786 (1994), L. Meijer 
"Chemical Inhibitors of Cyclin-Dependent Kinases" pp 351-356 in "Progress in Cell Cycle 
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Research Vol 1, Eds. L. Meijer, S. Guidet and H.Y.L. Tung; Plenum Press, New York, 1995. 
In vivo studies using mammalian cells in culture have shown that olomoucine inhibits cell 
proliferation at an approximate concentration of 50 fig/ml. 

In this invention, we have developed several compounds whose biological activity is 
5 considerably more potent than olomoucine. In vivo studies using mammalian cells indicate 
that some of the disclosed compounds inhibit cell proliferation at concentrations that are 
significantly lower than olomoucine. 

Recently an IkB-<x kinase activity has been described in the cytoplasm of stimulated 
human umbilical vein endothelial cells (Bennett et al (1996) J. Biol.Chem 271, 19680- 
10 19688). Some of the compounds of this invention have been identified as potent and 
specific inhibitors of IkB-cc kinase which prevents signal induced NF-kB activation and 
cytokine synthesis in vitro and in vivo. The activation of the heterodimeric transcription 
factor NF-kB is a complex process. In unstimulated cells, the NF-kB (p50/p65) 
heterodimer is located in the cytosol where it is complexed with an inhibitory subunit IkB- 
15 a, IkB-cx, binds to NF-xB thus masking its nuclear localization signal and preventing 
translocation to the nucleus. Upon stimulation of cells with a variety of signals (e.g. 
lipopoly saccharide) IkB-cc is rapidly phosphorylated, uniquitinated and degraded by the 
proteasome. Degradation of Ixfl-a, allows the translocation of NF-kB to the nucleus 
where it activates transcription of a number of inflammatory response genes. 
- 20 These observations suggest that IkB-cc kinase is an attractive target for the 

identification of inhibitors that may be useful in the treatment of inflammatory diseases 
where NF-kB activation is required for disease induction. 
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SUMMARY OF THF. 

It is an object of this invention to provide 2,6,9-trisubstituted purine compounds, 
which inhibit the cyclin dependent kinase 2. 

It is another object of this invention to provide 2,6,9-trisubstituted purine compounds 
which are useful for inhibiting cell proliferation. 

This invention also constitutes a pharmaceutical composition, which comprises a 
2,6,9-trisubstituted purine compound and a pharmaceutically acceptable carrier. 

This invention further constitutes a method for inhibiting cell proliferation, which 
comprises administering to a mammal in need thereof an effective amount of a 2,6,9- 
trisubstituted purine compound. 

In one embodiment, this invention is A 2,6,9-trisubstituted purine composition of 
matter having the following formula: 





(D 



wherein R, is halogen or R',-X wherein X = NH, O, S, S(0,). In the composition, R', is 
alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl, and alkynyl, each 
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where m=l-3, n=l-3, o=l,3, y=carbonyl, -NR^R,, hydroxyl, thiol, alkoxy, alkylthiol; 

R4 and are each independently hydrogen, ORjo, NR^oR^, or a hydrocarbon selected 
from the group including alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, 
alkenyl,and alkynyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, 
aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl,are optionally substituted with 
from 1 to 3 substituents independently selected from the group consisting of halo, aryl, 
heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 21 , SO^ 21 , SOjNR 2 ^ 23 , SO 2 NR 20 COR 2 \ 
SO.NR^CONR 2 ^ 23 , SO 2 NR 20 CO 2 R 2 \ NR 2 ^ 23 , NR^COR 2 ', NR 20 CO 2 R 21 , NR^CONR 2 ^ 23 , 
NfR^CCNR^NHR 23 , NR 20 SO 2 R 21 , OR 20 , OCONR 2 ^ 23 , OCONR^SO.R 21 , OCONR 2 ^ 23 , CN, 
C0 2 R 20 , CONR 20 R 2 \ CONR^SO.R 21 and COR 20 ; 

R 20 is a member selected from the group consisting of H, C,. l5 alkyl, Q. l5 alkenyl, C^ xs 
alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, alkynyl, heterocyclyl, aryl, 
and heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl amide, CN, 0-C M alkyl, CF 3 , 
aryl, and heteroaryl; 

R 21 is a member selected from the group consisting of C M5 alkyl, C 2 . 13 alkenyl, C 2 . 
15 alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, alkynyl, aryl, heterocyclyl, 
and heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group of halo, heterocyclyl, aryl, heteroaryl, CF 3 , CN, OR 20 , SR 20 , N(R 20 ) 2 , SCOJR 22 , 
SO.R 22 , SO 2 N(R 20 ) 2 , SO 2 NR 20 COR 2 \ SO^CC^R 22 , SO 2 NR 20 CON(R 2O ) 2 , N(R 20 ) 2 
NR^COR 22 , NR^COjR 22 , NR 20 CON(R 20 ) 2 , NR^CCNR^NHR 23 , COR 20 , C0 2 R 20 , CONfR 20 ),, 
CONR 20 SO 2 R 22 , NR^SO.R 22 , SO.NR^CO.R 22 , OR 20 , OCONR 20 SO 2 R 22 , OC(0)R 20 , 
C(0)OCH 2 OC(0)R 2 °, and OCON(R 20 ) 2 , and each optional heteroaryl, aryl, and heterocyclyl 
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substituent is optionally substituted with halo, alkyl, CF 3 , amino, mono- or di- alkylamino, 
alkyl or aryl or hctcroaiyl amide, NCOR 22 , NR^SC^R 22 , COR 20 , C0 2 R 20 , CONfR 20 ),, 
NR^CONCR 20 )^ OC(0)R 20 , OC(O)N(R 20 ) 2 , SR 20 , S(0)R u , S0 2 R n , SO^CR 20 ),, CN, or OR 20 ; 
R 22 is a member selected from the group consisting of C M 5 alkyl, Q.,, alkenyl, Cj.u 
5 alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, alkynyl, heterocyclyl, aryl, 
and heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl amide, CN, 0-C M alkyl, CF 3 , 
aryl, and heteroaryl; and 
R^isR^orH. 

10 There are some limitations to the scope of the compositions of this invention. When 

Y is carbonyl, Y and R\ together may be a single oxygen atom, R<" and R*" together may be 
a single oxygen atom, R/" and RJ" may together be a single oxygen atom. When R 3 is 2- 
hydroxyethylamino and R 2 is methyl, R,*-X is not amino, 3-methyl-2-butenylamino, 
benzylamino, or m-hydroxybenzylamino when R 3 is not 2-hydroxyethylamino. When R^ is 

15 isopropyl, R/-X is not benzylamino, m-hydroxybenzylamino, or 3-methylbutylamino. When 
R 3 is 2-hydroxyethylamino and R 2 is 2-hydroxyethyl, R,'-X is not benzylamino and when R 3 
is selected from the group consisting of 2-methyl-2-hydroxypropylamino, and 2- 
dimethylaminoethylamino, and when R 2 is methyl, then R,'-X is not benzylamino 

In another embodiment, this invention is a method for inhibiting cell proliferation 

20 in mammals comprising administering a therapeutically effective amount of the composition 
of claim 1 to the mammal. The method is useful for treating cell proliferation disorders such 
as rheumatoid arthritis, lupus, type I diabetes, multiple sclerosis, cancer, restenosis, host 
graft disease, and gout. 
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In yet another embodiment, this invention is a pharmaceutical composition of matter 
comprising the composition above in an admixture with one or more pharmaceutical 
excipients. 

In still another embodiment, this invention is a composition useful for treating fungal 
infections (fungi) in humans, animals, and in plants. 
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DESCRIPTION OF THE FIGURE 
Figure 1 is a plot of the mean neointimal area of a rat carotid artery treated with a 
saline vehicle and treated with compound 3 prepared according to Example 2 wherein the 
unshaded bar represents the untreated section of the carotid artery and the shaded bar 
represents the treated section of the carotid artery. 
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DESCRIPTION OF TO CURRENT EMBODIMENT 
The present invention relates to a 2,6,9-trisubstituted purine compound having the 
following formulas: 




where: 

R, is halogen or R f ,-X wherein X = NH, O, S, S(Oj). 

R\ is alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroaiylalkyl, alkenyl, and 
alkynyl, each having one to 20 carbon atoms, which alkyl, heterocyclyl, aryl, heteroaryl, 
aralkyl, heteroarylalkyl, alkenyl, and alkynyl, are optionally substituted with from 1 to 3 
substituents independently selected from the group consisting of halo, aryl, CF 3 , heteroaryl, 
heterocyclyl, R 22 , SR 20 , S(0)R 2 \ S0 2 R 21 , SO 2 NR 20 R 23 , SO 2 NR 20 COR 21 , SO^^CONR 2 ^ 23 , 
SO 2 NR 20 CO 2 R 21 , NR 2 ^ 23 , NR^COR 21 , NR^CO^R 21 , NR^CONR^R 23 , N(R 20 )C(NR 20 )NHR 23 , 
NR 20 SO 2 R 2 \ OR 20 , OCONR^R 23 , OCONR^SO^ 21 , OCONR 20 R* CN, CO^ 20 , CONR 2 ^ 23 , 
CONR 20 S0 2 R 21 and COR 20 ; 
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R 2 is a hydrogen or hydrocarbon selected from the group alkyl, heterocyclyl, aryl, 
heteroaryl, araikyl, heteroarylalkyl, alkenyl,and alkynyl, each having one to 20 carbon atoms, 
which alkyl, heterocyclyl, aryl, heteroaiyl, araikyl, heteroarylalkyl, alkenyl,and alkynyl,are 
optionally substituted with from 1 to 3 substituents independently selected from the group 
consisting of halo, aryl, heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 21 , S0 2 R 21 , SO.NR 2 ^ 23 , 
SO 2 NR 20 COR 2 \ SO 2 NR 20 CONR 20 R 23 , SO 2 NR 20 CO 2 R 21 , NR 20 R* NR 20 COR 21 , NR^CO.R 21 , 
NR 20 CONR 20 R 23 , NCR^CCNR^NHR 23 , NR 20 SO 2 R 2 \ OR 20 , OCONR 20 * 23 , OCONR^SO^ 21 , 
OCONR 20 R* CN, CC^R 20 , CONR 2 ^ 23 , CONR^SOjR 21 and COR 20 ; 

R, is a halogen, hydroxyl, thio, alkoxy, alkylthio, alkyl, -NR*^ or a component 
having the formula: 




where m-1-3, n=l-3, o=l,3, y=carbonyl, -NR 4 R 3 , hydroxyl, thiol, alkoxy, alkylthiol; 

R 4 and R 5 are each independently hydrogen, OR*,, NR^R^, or a hydrocarbon selected 
from the group including alkyl, acyl, heterocyclyl, aryl, heteroaryl, araikyl, heteroarylalkyl, 
alkenyl,and alkynyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, 
aryl, heteroaryl, araikyl, heteroarylalkyl, alkenyl,and alkynyl,are optionally substituted with 
from 1 to 3 substituents independently selected from the group consisting of halo, aryl, 
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heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 2 \ SOjR 21 , SOjNR^R 23 , SOjNR^COR 21 , 
SO.NR^CONR 21 ^ 23 , SOjNR^COjR 21 , NR^R 23 , NR 20 COR 21 , NR^COjR 21 , NR^CONR^R 23 , 
NCR^CCNR^NHR 23 , NR^SO.R 21 , OR 20 , OCONR 2 ^ 23 , OCONR^SOjR 21 , OCONR 2 ^ 23 , CN, 
C0 2 R 20 , CONR 2 ^ 23 , CONR^SC^R 21 and COR 20 ; with the proviso that when Y is carbonyl, 

5 Y and R' 4 together may be a single oxygen atom, R/* and R5" together may be a single 
oxygen atom, R 4 '" and R" y may together be a single oxygen atom, and wherein when R 3 is 2- 
hydroxyethylamino and Rj is methyl, Rj'-X is not amino, 3-methyl-2-butenylamino, 
benzylamino, or m-hydroxybenzylamino, when R 3 is not 2-hydroxyethylamino, when R 2 is 
isopropyl, R,'-X is not benzylamino, m-hydroxybenzylamino, or 3-methylbutylamino, when 

10 R 3 is 2-hydroxyethylamino and R 2 is 2-hydroxyethyl, R,'-X is not benzylamino and when R 3 
is selected from the group consisting of 2-methyl-2-hydroxypropylamino, and 2- 
dimethylaminoethylamino, and when R 2 is methyl, then R,'-X is not benzylamino. 

In the compositions, R 20 is a member selected from the group consisting of H, C M , 
alkyl, C 2 . 1S alkenyl, C^, alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, 

15 alkynyl, heterocyclyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl 
amide, CN, O-C,^ alkyl, CF 3 , aryl, and heteroaryl. 

Also in the compositions, R 2! is a member selected from the group consisting of C M5 
alkyl, C 2 .!5 alkenyl, C 2 . 15 alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, 

20 alkynyl, aryl, heterocyclyl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from the group of halo, heterocyclyl, aryl, heteroaryl, CF 3 , CN, OR 20 , 
SR 20 , N(R 20 ) 2 , StOJR 22 , SO.R 22 , SO^CR 20 ),, SOjNR^COR 22 , SO.NR^CO.R 22 , 
SO 2 NR 20 CON(R 20 ) 2 , N(R 20 ) 2 NR^COR 22 , NR^COjR 22 , NR^CONfll 20 ),, NR*t*NR^NHR* 
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COR 20 , C0 2 R 20 , CONCR 20 ),, CONR^SO.R 22 , NR^SOjR 22 , SO.NR^CO.R 22 , OR 20 , 
OCONR^SOjR 22 , OC(0)R M , C(0)OCH 2 OC(0)R 20 , and OCON(R 20 ) 2 , and each optional 
heteroaryl, aryl, and heterocyclyl substituent is optionally substituted with halo, alkyl, CF 3 , 
amino, mono- or di- alkylamino, alkyl or aryl or heteroaiyl amide, NCOR 22 , NR^SOjR 22 , 
5 COR 20 , CO.R 20 , CONCR 20 ),, NR^CONCR 20 ),, OC(0)R 20 , OC(O)N(R 20 ) 2 , SR 20 , S(0)R 22 , 
S0 2 R 22 , SO 2 N(R 20 ) 2 , CN, or OR 20 . 

In the compositions, R 22 is a member selected from the group consisting of C M5 alkyl, 
C 2 . 15 alkenyl, C 2 . l5 alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, alkynyl, 
heterocyclyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
10 independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl 
amide, CN, O-C^ alkyl, CF 3 , aryl, and heteroaryl, and R 23 is R 21 or H. 

R*, is preferably an aryl, substituted aryl, each having 6 carbon atoms wherein 
substitution includes optional substitution with from 1 to 2 substituents independently 
selected from the group consisting of halo, CF 3 , aryl, R 22 , NR^R 23 , NR^COR 21 , OR 20 , CN; an 
15 aralkyl, substituted aralkyl, each having 6-8 carbon atoms wherein substitution includes 
optional substitution with from 1 to 2 substituents independently selected from the group 
consisting of halo, CF 3 , aryl, R 22 , NR 2 ^ 23 , NR^COR 21 , OR 20 , CN; -CH 2 -phenyl wherein the 
phenyl ring is optionally substituted with from 1 to 2 substituents independently selected from 
the group consisting of halo, CF 3 , R 22 , OR 20 , CN; substituted pyridylalkyl; unsubstituted 
20 pyridylalkyl; pyridyl; substituted pyridyl; and benzyl substituted with a halogen, alkoxy, 
phenyl, pyridyl or nitro group. In some compositions, R', is preferably CH 2 - aryl or CH 2 - 
substituted aryl. Most preferably, R,' is selected from 3-methylthiophenyl, 4- 
methylthiophenyl, 4-phenylbenzyl, 4-methoxybenzyl, 4-biphenyl, 3-methoxybenzyl, 4-(2- 
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thienyl)benzyl, 4^4-methyI)phenylbenzyl, 4-(4-trifluoromethyl)phenylbenzyl, 4-(4- 
nitrilo)phenylbenzyl, 4-(2-pyridinyl)benzyl, piperonyl, 3-methoxbenzyl, 4-chlorobenzyl, and 
4-nitrobenzyl. 

R 2 is preferably hydrogen or a hydrocarbon selected from the group substituted lower 
5 alkyl, cycloalkyl, substituted cycloalkyl each having one to 6 carbon atoms wherein 
substitution includes optional substitution with from 1 to 2 substituents independently 
selected from the group consisting of halo, R 22 , NR 2 ^ 23 , OR 20 ; substituted alkyl, cycloalkyl, 
substituted cycloalkyl each having one to 6 carbon atoms wherein substitution includes 
optional substitution with from 1 to 2 substituents independently selected from the group 

10 consisting of halo, R 22 , NR 2 ^ 23 , and OR 20 . More preferably, R 2 is isopropyl. 

R 3 is preferably -NRJRj wherein R< and Rj are each selected from the group consisting 
of hydrogen, alkyl, heterocyclyl, acyl, aryl, heteroaryl, aralkyl, heteroaralkyl, alkyl alkenyl, 
alkyl alkynyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, 
heteroaryl, aralkyl, heteroarylalkyl,are optionally substituted with from 1 to 3 substituents 

15 independently selected -from the group consisting of halo, aryl, heteroaryl,heterocyclyl, R 22 , 
SR 20 , S(0)R 21 , S0 2 R 2 \ SO.NR 2 ^ 23 , NR 20 R 23 , NR 20 COR 2 \ NR^CO^ 21 , NR^CONR 2 ^ 23 , 
NR^SO^ 21 , OR 20 , CN, C0 2 R 20 , CONR 20 R 23 , and COR 20 . In some compositions, R 4 and R 5 are 
preferably each H, -CH 2 CH 2 OH , -CHR'CH 2 OH, or -CH 2 CHR*OH, -CH 2 CH 2 NH 2 , 
CHR'CH 2 NH 2 , -CH 2 CHR'NH 2 wherein R' is hydrogen or alkyl having from 1 to 6 carbon 

20 atoms. 

R 20 is preferably a member selected from the group consisting of H, C^alkyl. 
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R 21 is preferably a member selected from the group consisting of C,. 3 alkyl, which alkyl is 
optionally substituted with 1 to 2 substituents independently selected from the group of halo, 
CF 3 , CN, OR 20 , SR 20 , NfR 20 )^. 

R 22 is preferably a member selected from the group consisting of C^aUcyl, aryl, 
heteroaryl which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl, CN, O-C^ 
alkyl, and CF 3 . 

Preferred 2,6,9-trisubstuted purine compositions of this invention include 2-{(2- 
hydroxyethyl)[9-(methylethyl)-6-( {[4-(trifluoromethyl)phenyl]methyl} amino)purin-2- 
yl]amino}ethan-l-ol, {((2S)oxolan-2-yl)methyl](6-{[(4-fluorophenyl)methyl]amino}-9- 
(methylethyl)purin-2-yl)amine, [((2R)oxolan-2-yl)methyl](6-{[(4- 
fluorophenyl)methyl]amino}-9-(methylethyl)purin-2-yl)amine, (2-aminoethyl)(6-{[3,5- 
dichloropheny l)methyl]amino} -9-(methylethyl)purm-2-yl)amine, (2-aminoethyl)[6-{ {[4- 
chloro-3-(trifluoromethyl)phenyl]me H(6-{[(4- 
chlorophenyl)methyl]amino}-9-(methylethyl^^ (2- 
amino-2-me%lpropyl)(6-{[(4-chlorophenyl)m 
yl)amine, 3-(2-|>is(2-hydroxyethyl)amino]-6-{[4-^^ 
yl)butan-2-one, 

2 4(6-{[(4-chlorophenyl)methyl]amino}-9-(methylethyl)purin-2-yl)amino]-3-me 
ol, 4-[( {24(2-aminoethyl)amino]-9-<methylethyl)purin-6- 

yl}amino)methyl]benzenesulfonamide, 2-[(2-hydroxyethyI)(6-{[(4- 
methoxyphenyl)methyl]amino}-9-(me^ 2-((2- 
hydroxyethyl) {9-( methylethyl)-6-[(4-phenylphenyl)amino]purin-2-yl} amino)ethan-l -ol, 
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{2-[(2-amino-2-propyl)ai^ 

{2-[(2-aminoethy l)amino]-9-( me%lethyl)purin-6-yl} [(4-cMorophenyl)methyl]amine, 
{2-[(2-aminopropyl)amino]-9-( methylethyl)purin-6-yl}[(4^Moro and 

2- [(2-aminoethyl)(6- {[(4-chlorophenyl)methyl]amino} -9-(methylethyl)purin-2- 
yl)amino]ethan-l-ol. 

There are some limitations to the scope of R„ R,\ R 2 and R 3 . As mentioned above, 
when R 3 is 2-hydroxyethylamino and Rj is methyl, R/-X cannot be amino, 

3- methyl-2-butenylamino, benzylamino, or m-hydroxybenzyl-amino. When R 3 is 
2-hydroxyethylamino and R 2 is isopropyl, R/-X cannot be benzylamino, m- 
hydroxybenzylamino, or 3-methylbutylamino. WhenR 3 is 2-hydroxyethylamino and R 2 is 
2-hydroxyethyl, R,'-X cannot be benzylamino. When R 3 is 2-propanol-2-methylamino or 
2-dimethylaminoethylamino and R 2 is methyl, R,'-X cannot be benzylamino. 

The following are definitions for certain terms used herein. 

"Halo" or 4< Halogen" - alone or in combination means all halogens, that is, chloro (CI), 
fluoro (F), bromo (Br), iodo (I). 

"Hydroxyl" refers to the group -OH. 

"Thiol" or "mercapto" refers to the group -SH. 
"Alkyl" - alone or in combination means an alkane-derived radical containing from 1 to 
20, preferably 1 to 15, carbon atoms (unless specifically defined). It is a straight chain alkyl, 
branched alkyl or cycloalkyl.- Preferably, straight or branched alkyl groups containing from 1- 
15, more preferably 1 to 8, even more preferably 1-6, yet more preferably 1-4 and most 
preferably 1-2, carbon atoms, such as methyl, ethyl, propyl, isopropyl, butyl, t-butyl and the 
like. The term "lower alkyl" is used herein to describe the straight chain alkyl groups 
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described immediately above. Preferably, cycloalkyl groups are monocyclic, bicyclic or 
tricyclic ring systems of 3-8, more preferably 3-6, ring members per ring, such as cyclopropyl, 
cyclopentyl, cyclohexyl, adamantyl and the like. Alkyl also includes a straight chain or 
branched alkyl group that contains or is interrupted by a cycloalkyl portion. The straight 
5 chain or branched alkyl group is attached at any available point to produce a stable compound. 
Examples of this include, but are not limited to, 4-(isopropyl)-cyclohexylethyl or 2-methyl- 
cyclopropylpentyl. A substituted alkyl is a straight chain alkyl, branched alkyl, or cycloalkyl 
group defmed previously, independently substituted with 1 to 3 groups or substituents of halo, 
hydroxy, alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, acyloxy, aryloxy, heteroaryloxy, 
10 amino optionally mono- or di-substituted with alkyl, aryl or heteroaryl groups, amidino, urea 
optionally substituted with alkyl, aryl, heteroaryl or heterocyclyl groups, aminosulfonyl 
optionally N-mono- or N,N-di-substituted with alkyl, aryl or heteroaryl groups, 
alkylsulfonylamino, arylsulfonylamino, heteroarylsulfonylamino, alkylcarbonylamino, 
arylcarbonylamino, heteroarylcarbonylamino, or the like. 
15 "Alkenyl" - alone or in combination means a straight, branched, or cyclic hydrocarbon 
containing 2-20, preferably 2-17, more preferably 2-10, even more preferably 2-8, most 
preferably 2-4, carbon atoms and at least one, preferably 1-3, more preferably 1-2, most 
preferably one, carbon to carbon double bond. In the case of a cycloalkyl group, conjugation 
of more than one carbon to carbon double bond is not such as to confer aromaticity to the ring. 
20 Carbon to carbon double bonds may be either contained within a cycloalkyl portion, with the 
exception of cyclopropyl, or within a straight chain or branched portion. Examples of alkenyl 
groups include ethenyl, propenyl, isopropenyl, butenyl, cyclohexenyl, cyclohexenylalkyl and 
the like. A substituted alkenyl is the straight chain alkenyl, branched alkenyl or cycloalkenyl 
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group defined previously, independently substituted with 1 to 3 groups or substituents of halo, 
hydroxy, alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, acyloxy, aryloxy, heteroaryloxy, 
amino optionally mono- or di-substituted with alkyl, aryl or heteroaiyl groups, amidino, urea 
optionally substituted with alkyl, aryl, heteroaryl or heterocyclyl groups, aminosulfonyl 
optionally N-mono- or N,N-di-substituted with alkyl, aryl or heteroaryl groups, 
alkylsulfonylamino, arylsulfonylamino, heteroarylsulfonylamino, alkylcarbonylamino, 
arylcarbonylamino, heteroarylcarbonylamino, carboxy, alkoxycarbonyl, aryloxycarbonyl, 
heteroaryloxycarbonyl, or the like attached at any available point to produce a stable 
compound. 

"Alkynyl" - alone or in combination means a straight or branched hydrocarbon containing 
2-20, preferably 2-17, more preferably 2-10, even more preferably 2-8, most preferably 2-4, 
carbon atoms containing at least one, preferably one, carbon to carbon triple bond. Examples 
of alkynyl groups include ethynyl, propynyl, butynyl and the like. A substituted alkynyl 
refers to the straight chain alkynyl or branched alkenyl defined previously, independently 
substituted with 1 to 3 groups or substituents of halo, hydroxy, alkoxy, alkylthio, 
alkylsulfinyl, alkylsulfonyl, acyloxy, aryloxy, heteroaryloxy, amino optionally mono- or di- 
substituted with alkyl, aiyl or heteroaryl groups, amidino, urea optionally substituted with 
alkyl, aryl, heteroaryl or heterocyclyl groups, aminosulfonyl optionally N-mono- or N,N-di- 
substituted with alkyl, aryl or heteroaryl groups, alkylsulfonylamino, arylsulfonylamino, 
heteroarylsulfonylamino, alkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino, 
or the like attached at any available point to produce a stable compound. 

"Alkyl alkenyl" refers to a group -R-CR'=CR'" R m \ where R is lower alkyl, or 
substituted lower alkyl, R\ R"\ R' m may independently be hydrogen, halogen, lower alkyl, 
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substituted lower alkyl, acyl, aryl, substituted aryl, hetaryl, or substituted hetaryl as defined 
below. 

"Alkyl alkynyl" refers to a groups -ROCR* where R is lower alkyl or substituted 
lower alkyl, R' is hydrogen, lower alkyl, substituted lower alkyl, acyl, aryl, substituted aryl, 
5 hetaryl, or substituted hetaryl as defined below. 

"Alkoxy" denotes the group -OR, where R is lower alkyl, substituted lower alkyl, acyl, 
aryl, substituted aryl, aralkyl, substituted aralkyl, heteroalkyl, heteroarylalkyl, cycloalkyl, 
substituted cycloalkyl, cycloheteroalkyl, or substituted cycloheteroalkyl as defined. 

"Alkylthio" denotes the group -SR, -S(O) 0 .,. 2 -R, where R is lower alkyl, substituted 
10 lower alkyl, aryl, substituted aryl, aralkyl or substituted aralkyl as defined herein. 

"Acyl" denotes groups -C(0)R, where R is hydrogen, lower alkyl substituted lower 
alkyl, aryl, substituted aryl and the like as defined herein. 

"Aryloxy" denotes groups -OAr, where Ar is an aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl group as defined herein. 
15 "Amino" denotes the group NRR\ where R and R' may independently by hydrogen, 

lower alkyl, substituted lower alkyl, aryl, substituted aryl, hetaryl, or substituted hetaryl as 
defined herein or acyl. 

"Amido" denotes the group -C(0)NRR\ where R and R' may independently by 
hydrogen, lower alkyl, substituted lower alkyl, aryl, substituted aryl, hetaryl, substituted 
20 hetaryl as defined herein. 

"Carboxyl" denotes the group -C(0)OR, where R is hydrogen, lower alkyl, substituted 
lower alkyl, aryl, substituted aryl, hetaryl, and substituted hetaryl as defined herein. 
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"Aryl" - alone or in combination means phenyl or naphthyl optionally carbocyclic 
fused with a cycloalkyl of preferably 5-7, more preferably 5-6, ring members and/or 
optionally substituted with 1 to 3 groups or substituents of halo, hydroxy, alkoxy, alkylthio, 
alkylsulfinyl, alkylsulfonyl, acyloxy, aryloxy, heteroaryloxy, amino optionally mono- ordi- 
5 substituted with alkyl, aryl or heteroaryl groups, amidino, urea optionally substituted with 
alkyl, aryl, heteroaryl or heterocyclyl groups, aminosulfonyl optionally N-mono- or N,N-di- 
substituted with alkyl, aryl or heteroaryl groups, alkylsulfonylamino, arylsulfonylamino, 
heteroarylsulfonylamino, alkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino, 
or the like. 

10 "Substituted aryl" refers to aryl optionally substituted with one or more functional 

groups, e.g., halogen, lower alkyl, lower alkoxy, alkylthio, acetylene, amino, amido, 
carboxyl, hydroxyl, aryl, aryloxy, heterocycle, hetaryl, substituted hetaryl, nitro, cyano, thiol, 
sulfamido and the like. 

•Heterocycle" refers to a saturated, unsaturated, or aromatic carbocyclic group having 

15 a single ring (e.g., morpholino, pyridyl or furyl) or multiple condensed rings (e.g., 
naphthpyridyl, quinoxalyl, quinolinyl, indolizinyl or benzo[b]thienyl) and having at least one 
hetero atom, such as N, O or S, within the ring, which can optionally be unsubstituted or 
substituted with, e.g., halogen, lower alkyl, lower alkoxy, alkylthio, acetylene, amino, amido, 
carboxyl, hydroxyl, aryl, aryloxy, heterocycle, hetaryl, substituted hetaryl, nitro, cyano, thiol, 

20 sulfamido and the like. 

"Heteroaryl" - alone or in combination means a monocyclic aromatic ring structure 
containing 5 or 6 ring atoms, or a bicyclic aromatic group having 8 to 10 atoms, containing 
one or more, preferably 1-4, more preferably 1-3, even more preferably 1-2, heteroatoms 
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independently selected from the group O, S, and N, and optionally substituted with 1 to 3 
groups or substituents of halo, hydroxy, alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, 
acyloxy, aryloxy, heteroaryloxy, amino optionally mono- or di-substituted with alkyl, aiyl or 
heteroaryl groups, amidino, urea optionally substituted with alkyl, aryl, heteroaryl or 

5 heterocyclyl groups, aminosulfonyl optionally N-mono- or N,N-di-substituted with alkyl, aryl 
or heteroaryl groups, alkylsulfonylamino, arylsulfonylamino, heteroarylsulfonylamino, 
alkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino, or the like. Heteroaryl is 
also intended to include oxidized S or N, such as sulfinyl, sulfonyl and N-oxide of a tertiary 
ring nitrogen. A carbon or nitrogen atom is the point of attachment of the heteroaryl ring 

10 structure such that a stable aromatic ring is retained. Examples of heteroaryl groups are 
pyridinyl, pyridazinyl, pyrazinyl, quinazolinyl, purinyl, indolyl, quinolinyl, pyrimidinyl, 
pyrrolyl, oxazolyl, thiazolyl, thienyl, isoxazolyl, oxathiadiazolyl, isothiazolyl, tetrazolyl, 
imidazolyl, triazinyl, furanyl, benzofuryl, indolyl and the like. A substituted heteroaryl 
contains a substituent attached at an available carbon or nitrogen to produce a stable 

15 compound. 

heterocyclyl" - alone or in combination means a non-aromatic cycloalkyl group having 
from 5 to 10 atoms in which from 1 to 3 carbon atoms in the ring are replaced by heteroatoms 
of O, S or N, and are optionally benzo fused or fused heteroaryl of 5-6 ring members and/or 
are optionally substituted as in the case of cycloalkyl. Heterocycyl is also intended to include 
20 oxidized S or N, such as sulfinyl, sulfonyl and N-oxide of a tertiary ring nitrogen. The point 
of attachment is at a carbon or nitrogen atom. Examples of heterocyclyl groups are 
tetrahydrofuranyl, dihydropyridinyl, piperidinyl, pyrrolidinyl, piperazinyl, dihydrobenzofuryl, 
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dihydroindolyl, and the like. A substituted hetercyclyl contains a substituent nitrogen 
attached at an available carbon or nitrogen to produce a stable compound, 

"Substituted heteroaryl" refers to a heterocycle optionally mono or poly substituted 
with one or more functional groups, e.g., halogen, lower alkyl, lower alkoxy, alkylthio, 
5 acetylene, amino, amido, carboxyl, hydroxyl, aryl, aryloxy, heterocycle, substituted 
heterocycle, hetaryl, substituted hetaryl, nitro, cyano, thiol, sulfamido and the like. 

"Aralkyr refers to the group -R-Ar where Ar is an aryl group and R is lower alkyl or 
substituted lower alkyl group. Aryl groups can optionally be unsubstituted or substituted 
with, e.g., halogen, lower alkyl, alkoxy, alkylthio, acetylene, amino, amido, carboxyl, 
10 hydroxyl, aryl, aryloxy, heterocycle, substituted heterocycle, hetaryl, substituted hetaryl, nitro, 
cyano, thiol, sulfamido and the like. 

"Heteroalkyl" refers to the group -R-Het where Het is a heterocycle group and R is a 
lower alkyl group. Heteroalkyl groups can optionally be unsubstituted or substituted with 
e.g., halogen, lower alkyl, lower alkoxy, alkylthio, acetylene, amino, amido, carboxyl, aryl, 
15 aryloxy, heterocycle, substituted heterocycle, hetaryl, substituted hetaryl, nitro, cyano, thiol, 
sulfamido and the like. 

"Heteroarylalkyl" refers to the group -R-HetAr where HetAr is an heteroaryl group 
and R lower alkyl or substituted lower alkyl. Heteroarylalkyl groups can optionally be 
unsubstituted or substituted with, e.g., halogen, lower alkyl, substituted lower alkyl, alkoxy, 
20 alkylthio, acetylene, aryl, aryloxy, heterocycle, substituted heterocycle, hetaryl, substituted 
hetaryl, nitro, cyano, thiol, sulfamido and the like. 

"Cycloalkyl" refers to a divalent cyclic or polycyclic alkyl group containing 3 to 15 
carbon atoms. 
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"Substituted cycloalkyl" refers to a cycloalkyl group comprising one or more 
substituents with, e.g., halogen, lower alkyl, substituted lower alkyl, alkoxy, alkylthio, 
acetylene, aryl, aryloxy, heterocycle, substituted heterocycle, hetaryl, substituted hetaryl, 
nitro, cyano, thiol, sulfamido and the like. 
5 "Cycloheteroalkyl" refers to a cycloalkyl group wherein one or more of the ring 

caibon atoms is replaced with a heteroatom {e.g., N, O, S or P). 

"Substituted cycloheteroalkyl" refers to a cycloheteroalkyl group as herein denned 
which contains one or more substituents, such as halogen, lower alkyl, lower alkoxy, 
alkylthio, acetylene, amino, amido, carboxyl, hydroxyl, aryl, aryloxy, heterocycle, substituted 
10 heterocycle, hetaryl, substituted hetaryl, nitro, cyano, thiol, sulfamido and the like. 

"Alkyl cycloalkyl" denotes the group -R-cycloalkyl where cycloalkyl is a cycloalkyl 
group and R is a lower alkyl or substituted lower alkyl. Cycloalkyl groups can optionally be 
unsubstituted or substituted with e.g. halogen, lower alkyl, lower alkoxy, alkylthio, acetylene, 
amino, amido, carboxyl, hydroxyl, aryl, aryloxy, heterocycle, substituted heterocycle, hetaryl, 
15 substituted hetaryl, nitro, cyano, thiol, sulfamido and the like. 

"Alkyl cycloheteroalkyl" denotes the group -R-cycloheteroalkyl where R is a lower 
alkyl or substituted lower alkyl. Cycloheteroalkyl groups can optionally be unsubstituted or 
substituted with e.g. halogen, lower alkyl, lower alkoxy, alkylthio, amino, amido, carboxyl, 
acetylene, hydroxyl, aryl, aryloxy, heterocycle, substituted heterocycle, hetaryl, substituted 
20 hetaryl, nitro, cyano, thiol, sulfamido and the like. 

"Pharmacologically acceptable salt" - a salt prepared by conventional means, and are 
well known by those skilled in the art. The "pharmacologically acceptable salts" include 
basic salts of inorganic and organic acids, including but not limited to hydrochloric acid, 
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hydrobromic acid, sulphuric acid, phosphoric acid, methanesulphonic acid, ethanesulfonic 
acid, malic acid, acetic acid, oxalic acid, tartaric acid, citric acid, lactic acid, fumaric acid, 
succinic acid, maleic acid, salicylic acid, benzoic acid, phenylacetic acid, mandelic acid and 
the like. When compounds of formula I-EG include an acidic function such as a carboxy 
5 group, then suitable pharmaceutical^ acceptable cation pairs for the carboxy group are well 
known to those skilled in the art and include alkaline, alkaline earth, ammonium, quaternary 
ammonium cations and the like. For additional examples of the types of compounds that are 
"pharmacologically acceptable salts "see Berge et al,/ Pharm. Sci. 66, 1 (1977). 

If the final 2,6,9-trisubstituted purine compound of this invention contains a basic 
10 group, then an acid addition salt of the composition may be prepared. Acid addition salts of 
the compounds of this invention are prepared in a standard manner in a suitable solvent from 
the parent compound and an excess of acid, such as, but not limited to, hydrochloric, 
hydrobromic, sulfuric, phosphoric, acetic, maleic, succinic, citric or methanesulfonic. The 
hydrochloric salt form is especially useful. 
15 If the final 2,6,9-trisubstituted purine compound contains an acidic group, then 

cationic salts of the composition may be prepared. Typically the acidic parent compound is 
treated with an excess of an alkaline reagent, such as, but not limited to, hydroxide, carbonate 
or alkoxide, containing the appropriate cation such as but not limited to, Na\ K + , Ca* 2 and 
NH 4 *- Certain of the compounds form inner salts or zwitterions which are also 
20 acceptable. 
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The compounds of this invention are useful in inhibiting cell proliferation in mamm a l s 
including humans. The 2,6,9-trisubstituted purines are useful in for example in treating 
autoimmune diseases, e.g. rheumatoid arthritis, lupus, type I diabetes, multiple sclerosis, 
cancer, cardiovascular disease such as restenosis following balloon angioplasty and 
atherectomy, restenosis following vascular modifying surgical procedures, host vs graft 
disease, gout, polycystic kidney disease and other proliferative diseases whose pathogenesis 
involves abnormal cell proliferation. In particular, the compositions of this invention are 
useful in treating cancers including cancers including lymphoyd neoplasm, cancer of the 
colon, breast cancer, ovarian cancer, pancreatic cancer, and cancers derived of endotherical 
cells. 

The method of treatment comprises the administration parenterally, and orally, of an 
effective quantity of the chosen compound of this invention, preferably dispersed in a 
pharmaceutical earner. Therapeutically useful amounts of the composition of this invention 
will generally range from about 0.01 to about 100 mg/kg, but will be readily determined 
by one skilled in the art depending upon the route of administration, and the age and condition 
of the patient. Therapeutically useful amounts of the composition of this invention may be 
administered from one to ten times daily or more for acute or chronic disease. No 
unacceptable toxicological effects are expected when compounds of the invention are 
administered in accordance with the present invention. 

The compounds of this invention are also useful as antiinflammatory and antifungal 
agents. As such, the compositions of this invention are useful for treating antiinflammatory 
and fungal infections in humans, animals, and fungal infections in plants. 

Pharmaceutical compositions including the compounds of this invention, and/or 
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derivatives thereof, may be formulated as solutions or lyophilized powders for parenteral 
administration. Powders may be reconstituted by addition of a suitable diluent or other 
pharmaceutically acceptable carrier prior to use. If used in liquid form the compositions of 
this invention are preferably incorporated into a buffered, isotonic, aqueous solution. 
5 Examples of suitable diluents are normal isotonic saline solution, standard 5% dextrose in 
water and buffered sodium or ammonium acetate solution. Such liquid formulations are 
suitable for parenteral administration, but may also be used for oral administration. 

It may be desirable to add excipients such as polyvinylpyrrolidinone, gelatin, 
hydroxycellulose, acaia, polyethylene glycol, mannitol, sodium chloride, sodium citrate or 
10 any other excipient known to one of skill in the art to pharmaceutical compositions including 
compounds of this invention. Alternatively, the pharmaceutical compounds may be 
encapsulated, tableted or prepared in an emulsion or syrup for oral administration. 
Pharmaceutically acceptable solid or liquid carriers may be added to enhance or stabilize 
the composition, or to facilitate preparation of the composition. Liquid carriers include, but 
15 are not limited to syrup, peanut oil, olive oil, glycerin, saline, alcohols and water. Solid 
earners include, but are not limited to, starch, lactose, calcium sulfate, dihydrate, teffa alba, 
magnesium stearate or stearic acid, talc, pectin, acacia, agar or gelatin. The carrier may also 
include a sustained release material such as, but not limited to, glyceryl monostearate or 
glyceryl distearate, alone or with a wax. The amount of solid carrier varies but, preferably, 
20 will be between about 20 mg to about 1 gram per dosage unit. 

The pharmaceutical dosages are made using conventional techniques such as, but not 
limited to, milling, mixing, granulation, and compressing, when necessary, for tablet forms; 
or milling, mixing and filling for hard gelatin capsule forms. When a liquid carrier is used, 
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the preparation will be in the form of a syrup, elixir, emulsion or an aqueous or 
non-aqueous suspension. Such a liquid formulation may be administered directly or filled 
into a soft gelatin capsule. 

The Examples which follow serve to illustrate this invention. The Examples are 
intended torn no way limit the scope of this invention, but are provided to show how 
to make and use the compounds of this invention. In the Examples, all 
temperatures are in degrees Centigrade. RT indicates room temperature. 
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EXAMPLE 1 

The compounds of this invention are prepared by conventional methods of organic 
chemistry. The reaction sequence outlined in the synthesis scheme below is a general method 
useful for the synthesis of compounds of this invention. 2,6-dichloropurine is dissolved in 
5 butanol and the appropriate R, amine is added. After heating for several hours, the reaction 
mixture is cooled, and the compound 1 is obtained. To compound 1, is added, sodium 
hydride followed by and compound 2 is isolated. To compound 2, R 3 is added in solution 
with N-methylpyrrolidinone. The mixture is heated for an appropriate period followed by 
purification leading to the desired compound. 



ct Ri 
crXb^ butane., a " J^*Q 



NaH 
R a 



1 



rSr M > xX'y 

Ra^^isK^N N-methylpyrrolidinone cx^**h" N x 



10 The following compound was prepared according to the method above. 

Preparation of 2-cbloro-6-{4-methoxybenzylamino) purine (1). 
The 2,6-dichloropurine (4.06 g, 21.5 mmol) was suspended in n-butanol (150 ml) and 
the 4-methoxybenzylamine was added (3.4 ml, 26 mmol). The solution turned clear and then 
cloudy a few minutes later. The solution was heated at 120°C for 2 hr and then cooled. The 
15 n-butanol was evaporated followed by suspension of the residue in water and diethyl ether 
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mixture. A solution of 2N NaOH (1.3ml, 26 mmol) was added and the solution stirred for 10 
min before filtration. The filtered precipitate was washed with water and a small portion of 
ether and then dried under vacuum. The residual liquor was left overnight and more crystals 
were collected the next day and washed with diethyl ether. 
5 Preparation of 2^1oro^4-methoxybeiizylamino)-9-isopropylparine (2) 

2-chloro-6-(4-memoxybenzylamino) purine was suspended in dry DMF (5 ml) and 
treated wim sodium hydride, 60% dispersion (82 mg, 2.06 mmol). The suspension was 
stirred for 30 min over which time it became a clear yellow/green solution. 2-Iodopropane 
(0.280 mL, 1.7 eq.) was added over 5 min and the resultant solution stirred for 2 days. Water 
10 was added and the solution and extracted with ethyl acetate. The organic layer was 

evaporated to give the product isopropyl purine. 

Preparation of 2^iethanolaimno-6-(4-methoxybeiizylaiiimo>9-Isopropylpurme, 

(3). 

The purine (1.65g, 4.98 mmol) was dissolved in DMSO (12 mL) and methanolamine 
,5 (4 mL) and then heated at 140°C for 2-3 days and then at 160'C for 1 day. The solution was 
cooled and water saturated butanol was added (100 mL). The solution was then washed 
with water (3 x 50 mL), before being evaporated to give a brown oil. The residue was 
chromatographed over silica gel eluting with ethyl acetate, followed by 3% methanol in ethyl 
acetate to give the product. 'H-NMR(8 CDC13): 7.29(br s 1H), 7.25(d, 2H), 6.94(br s. 1H), 
20 6.83(d. 2H), 5.43(br s.<2H), 4.63(br s. 2H), 4.53(m 1H), 3.86(L 4H), 3.76(m, 7H), 1.47(d 
6H). 

Table 1 identifies compounds of this invention that were prepared according to the 
synthesis method set forth in this Example. 
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TABLE 1 



Compounds Prepared By The Method of Example 1 





R, 




(4-methoxyphenyl)methylaiiiino 


3-cyanopropyl 


Cl 


(4-methoxyphenyl)methylamino 


3-chloropropyl 


Cl 


(4-methoxyphenyl)methylamino 


benzyl 


Cl 


(4-methoxyphcnyl)methylamino 


(4-methylcarboxyphenyl)methyl 


Cl 


(4-methoxyphcnyl)methylamino 


2-{N-phtyhaloyl)ethyl 


Cl 


(4-methoxyphcnyl)metfaylamino 


isopropyl 


Ethanolamine 


(4-mcthoxyphenyl)mcthylamino 


isoptopyl 


Diethanolamine 


(4-mcthoxyphenyl)methylamino 


3-mcthyibutyl 


Cl 


(4-methoxyphenyl)methylamino 


2-methylbutyl 


Cl 


(4-methoxyphenyl)methylamino 


cyclopcntyl 


Cl 


(4-methoxyphenyl)methylamino 


(3-nitrophenyl)methyl 


Cl 


(4-methoxyphenyl)methylamino 


(4-nitrophenyl)methyi 


Cl 


(4-mcthoxyphenyl)methylamino 


ethyl 


Cl 


(4-methoxyphenyl)methylamino 


propyl 


Cl 


(4-methoxyphcnyl)methylamino 


(3-methylphenyi)methyl 


Cl 


(4-raethoxyphenyl)methylamino 


(4«methylphenyl)methyl 


Cl 


heptylaxnino 


H 


Cl 


N-benzyl-N-hydroxylamino 


H 


Cl 


propylamine 


H 


Cl 


noradamantylaniino 


XT 
fl 




u y v lu u u i y isioiuu 


11 

XI 


PI 


3-mcthoxypropylannno 


H 


Cl 


2-methoxyethylamino 


H 


Cl 


cyclopentylamino 


H 


Cl 


I -hydroxy-2-methyl-2- 
propylamino 


H 


Cl 


(N- 1 -benzylpiperidiny i)-4-amino 


H 


Cl 


heptylamino 


Methyl 


Cl 
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*> 


1 


^ N-bcnzyl-N-hydroxylamino 


Metnyl 


ci 




%. m .iV..| 

Metnyl 


ci j 


noradamantylamino | 


Metnyi 


Cl | 


cyclobutylamino 




ci 1 


3-mcthoxypropylamino 


Methyl 


ci j 


2-methoxyethylamino | 


Methyl 


Cl 1 


cyclopentylamino j 


Methyl 


Cl j 


1 -hy droxy-2-methy 1-2- 
propylammo 


Methyl 


Ci 


(N- 1 -benzylpiperidinyl)-4-amino | 


Methyl 


Cl 1 


(2,4- 

dimethoxyphenyl)methylammo | 


Methyl 


Cl | 


(2-methoxyphenyl)methylamino 


TJ 

n 


Cl j 


(2-pryidinyl)methylamino 


TJ 


Ci 1 


(3 t 4-dimethoxyphenyl)etfaylamino 
(3-pyridinyl)methylamino 


\ it 
1 H 


Cl 1 


1 TT 




(4-pyridinyl)methylamino 


1 TT 
1 


Cl 


6-bydroxy- 1 -hcxy lamino 




Cl j 


phcnethylamino 




01 1 


(2-benzothiazolyl)amino 




Cl I 


(2,4- 

dimethoxypbcnyl)methyalmino 




Cl 


(2-methoxyphenyl)methylamino 


j Methyl 


Cl 


(2-pyridinyl)mcthylamino 


| Methyl 


Cl 


j (3,4-dimcthoxypbenyl)ethylamino 


j Methyl 


Cl 
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R,-X 


Ri 


R* 




Methvl 


Cl 


(3 -pyridiny l)mcthy lamino 


isoprupyi 


2-arnmoethylamino 




H 


Cl 


1 -hydioxy-6-hexylamino 


H 


Cl 


phenethylarnino 


H 


Cl 


(2-beiizothiazolyl)amino 


H 


Cl 


(4-methoxyphenyl)methylanimo 


H 


Cl 


3-phenyl- 1 -propylamine 


isopropyl 


3-hydroxypyirolidino 


(2-indanyi)amino 


H 


Cl 


(4-methoxyphenyl)emylamino 


H 


Cl 


(4-mtrophenyl)memylamiiio 


H 


Cl 


(2,6-difluorophenyl)mcthylaxnino 


H 


Cl 


3 -phenyl- 1 -propylamine 


H 


Cl 


(2-indanyl)amino 


Methyl 


Cl 


(4-memoxyphcnyl)cmylamino 


Methyl 




(4-riitrophenyl)mcthylamino 


Methyl 


Cl 


(2,6-dUfluorophenyl)mcmylarnino 


Methyl 


Cl 


cyclopropylmemylarnino 


Methyl 


Cl 


4-( 1 ,2-methy lenedioxyphenyl) 
mcthylamino 


H 


Cl 


t A 

(4- 

aminosulfonylphenyl)racthylamino 


H 


Cl 


(cyclohexanol)-l-memylamino 


H 


Cl 


(2-benzirniteoly)mcmylamino 


H 


Cl 


cyclohcxylmethylamino - 


H 


Cl 


(4-mcthoxyphenyl)mcmylarnino 


H 
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(4-memoxyphenyl)memylamino 


isopropyi 


(2-hydroxy-l- 
hydroxymethy 1) ethylamino 


cyclopropylmemylaniino 


isopropyl 


3-amino-2-hydroxypropylainino 


4-(l,2-methylene- 
dioxyphenyl)methylamino 


Methyl 


CI 


(4-aminosulfonyl- 
phenyl)memylamino 


Methyl 


CI 


(cyclohexanol)-l-methylamino 


Metnyi 


CI 


(2-bcnzimidazolyl)methylammo 


Metnyi 


CI 


cyclohexybmethylamino 


Metnyi 


CI 


(3-pyridinyl)mcthylamino 


Metnyi 


CI 


(4-pyridinyl)methylamino 


2-methylpropyl 


CI 


6-hydroxyhexylamino 


cyclopentyl 


CI 


phenethylamino 


propyl 


CI 


(2-benzothiazolyl)amino 


etnyl 


CI 


3-phenyl- 1 -propylamine 


isopropyi 


CI 


(2-indanyl)amino 


2-methylpropyl 


CI 


2-(4-mcthoxyphenyl)cthylamino 


cyclopentyl 


CI 


(4-inu*ophenyl)methylamino 


propyl 


CI 


(2,6-difluorophenyl)mcthylamino 


etnyl 


CI 


(4-methoxyphenyl)methylamino 


isopropyi 


CI 


3-phenyl- 1 -propylamine 


isopropyi 


*t- Ujr UK U A Jr JJlJJvi lUUiv 


(2- indany l)amino 


TT 

H 


CI 


2-(4-memoxyphcnyl)emylainino 


TT 

n 


n 

vl 




H 


CI 


(2,6-dUfluorophenyl)mcmylamino 


H 


Cl 
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R,-X 


R, 


R, 


(4-methoxyphcnyl)mcthylamino 


H 


Cl 


(4-methoxyphcnyl)methylamino 


isopropyl 


xt <hmii>aa4Uii1\ xt i iin.--i.rji.jL 

N-(A-cyanoemyi)-N-Denzy lammo 


3 -phyeny I- 1 -propylarnino 


isopropyl 


l-(R,S)-hydroxymethyl-3- 
memylbutylamino 


^z-Luaany \ ; amino 


icnnmnvl 


Cl 


2-(4-Methoxyphcnyl)cthylamino 


t e nnrnnvl 
Liopiupy i 


Cl 


( 4 -nitro pheny l)me thy lanuno 


isopropyi 


Cl 


(2 ,6-diflu oropheny l)methy lamino 


isopropyi 


Cl 


(4*methoxyphenyl)incthy1aTT»no ' : 


i cnnrntwl 


Cl 


(4 -methoxyphenyl)methy lamino 


isopropyl 


Piperidino 


(4-methoxyphenyl)methylaraino 


isopropyl 


3-hydroxyptperidino 


3 -phenyl- 1 -propylamino 


isopropyl 


l-(S)4iydroxymethyl-2-(4'- 
iniidazolyl)euylarnino 


(2 - indany 1 ) amino 


icrmrnrwl 


diethanolarnino 


(4-methyoxyphcnyl)methylanuno 


IgftHHWWI 

laupiupyi 


diethanolarnino 


\** -mciny oxypneny i /me my lamino 


i snnrntwl 


2-(SVhydroxymethyIpyrrolidino 


-memy oxypneny i jmemyianuno 




diethanolarnino 


(4-methyoxyphcnyl)methylamino 




morpholino 


(4- methy oxypheny l)methy lammo 


*l_rn <»fViv1V>l ltvl 


diethanolarnino 


(4-methyoxyphenyl)methylammo 


z-nicuiyiuuiy i 


dietlianolatnino 


(4-memyoxyphenyl)racmylamino 


cyciop cniy i 


memanolamino 


(4- me thy oxyphenyl) methy lamino 


^ j-mn opneny i jmcmy uuiuxiu 


diethanolarnino 


(4 -methy oxypheny l)methy lamino 


^H-njiropiiciiy i jmcmy ion ijuivj 


diethanolarnino 


(4-mcthyoxyphenyl)methy lanuno 




diethanolarnino 


(4 -methy oxypheny l)me thy lamino 


propyl 


diethanolarnino 


(4-memyoxyphenyl)memylamino 


(3-memylphenyl)memylarnino 


diethanolarnino 


heptylarnino 


(4-memylphenyl)memylamino 


dietrianolamino 
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N-benzyl-N-hydroxyamino 


Methyl 


die than o lamino 


propylamino 


Methyl 


diethano lamino 


nora daman tylamino 


Methyl 


diethanolamino 


cyclobutylamino 


Methyl 


diethanolamino 


3-mcthoxypropylamino 


Methyl 


diethanolamino 


2-methoxyethylamino 


Methyl 


methanolamino 


eye lopentyl amino 


Methyl 


diethanolamino 


1 -hvdroxv-2-methvl-2- 

1 UTU4VAT Jkm UiWIUJ m 4* 

propylamino 


Methyl 


diethanolamino 


4-( I -bcnzylpiperidinyl)amino 


Methyl 


methanolamino 


(4-methoxyphenyl)methylamino 


Methyl 


methanolamino 


( 4-methoxvnheTivnniethvlaniino 


isopTOpyl 


methanolamino 


(1 4~dimethoxv-nhenvn 
methylamino 


isopropyl 


3-hydroxypyrrolidino 


(2-methoxyphcnyl)methylamino 


Methyl 


2-(3 , mdolyl)cmylamino 


f 7 -nvridin vl Wieth v1 amino 


Methyl 


diethanolamino 


2-(3,4- 

dimethoxyphenyl)emylamino 


Methyl 


diethanolamino 


(3-pyridmyl)memylamino 


Methyl 


methanolamino 


(4-pyridinyl)mcmyiainino 


Methyl 


methanolamino 


6-hydroxy- 1 -hexylamino 


Methyl 


methanolamino 


phenethylamino 


Methyl 


diethanolamino 


(2«benzothiazolyl)aniino 


Methyl 


methanolamino 


3-pheny 1- 1 -propylamino 


Methyl 


diethanolamino 


(2-indanyl)arnino 


Methyl 


methanolamino 


2-(4-memoxyphenyl)emylamino 


Methyl 


methanolamino 


(4-mtrophcnyl)methylamino 


Methyl 


diethanolamino 


(2,6-difluorophenyl)memylamino 


Methyl 


methanolamino 
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cyclopropylmcthylamino 


Methyl 


diethanolamino 


A ( 1 9-mpthv1rnpHinTV- 

*T* ^ 1 1 it'll JC Ml y ICUCUIV A Jf * 

phcnyl)methylamino 


Methyl 


dicthanolamino 


(4-aminosulfonylphcnyl)- 
methylamino 


Methyl 


diethanolamino 


(cyclohexanol)-l -memylamino 


Methvl 
ivicuiy i 


dicthanolamino 


( 2 -bcnzimidazoly l)methy lanrino 


ivicuiyi 


diethanolamino 


cyclohexylmethylamino 


Methyl 


diethanolamino 


(3-pyridyl)methylamino 


Methyl 


methanolamino 


(4-pyndyl) mcthylamino 


2-methylpropyi 


diethanolamino 


6-hydroxy- 1 -hexylamino 




methanolamino 


2-phcnethyIamino 


propyl 


diethanolamino 


(2-benzothiazolyl)amino 




diethanolamino 


3-phenyl- 1 -propylamine) 


icnnrnnvl 

isopropyi 


diethanolamino 


(2-indanyl) amino 


z-uicuiyipropyi 


diethanolamino 


2-{4-methoxyphcnyl)ethylamino 


VjrVlUp vUl j * 


diethanolamino 


(4-mtrophenyl)memylarnmo 


propyl 


diethanolamino 


(2,6-difluorophenyl)methylamino 


»«tiv1 
emyi 


diethanolamino 


(4-mcthyoxyphenyl)methylamino 


isopropyi 


diethanolamino 


(4-methyoxyphcnyi)methylaniino 


isopropyi 


1 -hvdroxvmemvlcvclooentylamino 


(4-mcthyoxyphcnyl)methylainino 


isopropyi 


2^R,S>hydroxyrnemylpiperidino 


cyclopropylmcthylamino 


isopropyi 


23^ydroxy-l-propylamino 


1 2-methvlenedioxvnhenvn 
methylamino 


isopropyi 


CI 


(4-aminosulfonylphenyl) ' 
mcthylamino 


isopropyi 


CI 


(cyclohexanol)- 1 -memylamino 


isopropyi 


CI 
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(2-bcnzimida2olyl)amino 


isopropyl 


CI 


cyclohexyhnethylamino 


isopropyl 


CI 


3-phenyl- 1 -propyiamino 


isopropyl 


CI 


cyclopropyhncthylamino 


cyclopcntyl 


CI 


4-( 1 ,2-methylenedioxyphcnyl) 
methylamino 


isopropyl 


dUcthanolamino 


(4-methoxyphenyl)methylamino 


isopropyl 


diethao olarnino 


^ *r~ me mu Ay jjiiciiy i juicuiy lammu 


tcrmrrtiwl 


diisopropylamino 


^*r~ i uc mu a y pu c ay i juic ui y umuuu 




(traDS-2-hydroxycyclohexyl)aniiiio 


^*+- inc uiu a ypiicuy i j mc my ullllliiu 




2(R)-(l-hydroxy-3- 
phenyl)propylainino 


^H-mcuioxypiieiiyi yrneiny uiniirio 


K»upiupy 1 


5-fSW2 2-dimethvi-4f SV 
phenyldioxalanyl)amino 


(4-methoxypheny l)methy lamtno 


isopropyi 


3-(N- 1 -imidazoly l)propylamino 


(4 -methoxypheny l)methy 1 amino 


isopropyi 


4-hydroxyl-4-phcnylpipcridino 


(4-methoxyphenyl)methylainiiio 


isopropyi 


hydroxymethyl)ethylamino 


(4-memoxyphenyl)methylflmino 


isopropyl 


N-methyl-N-(2-hydroxy-2-(3,4- 
dihvdroxvDhenvnetlivl^aniino 

UliiJ Ui VAT Uilvli T * fvUlT A IMIIIIIIw 


(4-memoxyphenyl)methylamino 


isopropyl 


diallylamino 


(4-methoxyphenyl)methylamino 


isopropyl 


Piper azino 


(4-mcthoxyphcnyl)mcthylamino 


isopropyl 


(+/-)N-methyl-N-(2-hydroxy-2- 
phenylethyl)amino 


(4-mctfaoxyphcnyl)mcthylamino 


isopropyl 


(SH+>2- 
(anilinomcthyl)pyrrolidino 


(4-raethoxyphenyi)mcthylamino 


isopropyl 


(+/-)N-(2-propenyi)-N-2-(4- 
hydroxy-2-methylpentyl)amino 


(4-mcthoxyphcnyl)methylamino 


! isopropyl 


N^2-hydroxyethyl)-N-(3- 
hy&oxypropyl)amino 



WO 00/44750 



{ 



r 

PCT/US00/01407 



38 



(4-methoxyphenyl)methylaimno 



R2 

isopropyl 



R3 



Di-N-l-(2-hydroxy-2- 
mcthylpcntyl)amino 



(4-methoxyphenyI)methylaimn0 



isopropyl 



Di-N-2-(3-hydroxybutyl)amino 
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Example 2 

This example describes a method for preparing compounds of this invention according 
to the following general synthesis scheme: 




5 Preparation of {2-chIoropurin-6-y!}[(4-chlorophenyl)methyl] amine: 

To a suspension of 15 g (0.0794 mol) of 2,6-dichloropurine in 250 mL of absolute ethanol 
was added 12.7 mL (0.0873 mol) of triethylamine and 10.62 mL (0.0873 mol) of 4- 
chlorobenzylamine. The mixture was refluxed at 80 °C for 16h (the formation of creamy 
white precipitate was observed). The reaction mixture was cooled and the precipitated 

10 product was removed by filtration- The precipitate was washed with ethanol (350 mL) and 
dried in high vacuum for 24h* Product was characterized by 'H-NMR. 
Preparation of {2-chiorc>-9-(methylethyl)pum^ 

To a solution of 6 g (0.020 mol) of 2-chloro-6<4-chlorophenyl)methylaminopurine in 41 mL 
of anhydrous DMF was added 5.64 g (0.041 mol) anhydrous, potassium carbonate and 3.41 
15 mL,(0.035 mol of 2-iodopropane) and stirred at room temperature for 16h. To the mixture 
500 mL of water was added and stirred for lh. The precipitate was filtered, washed with 



f 
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water (350 mL), and dried in vacuum oven at 50 °C for 16h. The product was obtained as an 
off white solid and characterized by *H-NMR. 

Preparation of {2-[(2-aminoethyl)amino]-9-(methylethyl)purin^yl}l(4- 
chlorophenyl)methyl]amine: 

5 

To a solution of 3.36 g (0.01 mol) of {2-chloro-9-(methylethyl)purin.6-yl}[4- 
chlorophenyl)methyl] amine in 13 mL of anhy. 1 -methyl-2-pyrrolidinone was added 4.68 mL 
(0.70 mol) of 2-aminoethylamine and the mixture was heated at 140 °C for 24h. The 
compound was subjected to variable gradient chromatography on silica gel with 

10 dichloromethane/methanol mixtures and yielded l-methyl-2-pyrrolidinone. The mixture was 
dissolved in dichloromethane and extracted with water (520 mL). The organic layer was dried 
over anhydrous. Sodium sulfate and evaporated to an off white solid. The product was 
characterized by 'H-NMR and purity checked by RP-HPLC (YMC C-18 column; 50X4.4 
mm; S-5 120 A° 0.1% TFA-water/ 0.1% TFA-acetonitrile). 

15 Table 2, below identifies compounds of this invention that were prepared according to 

the general synthesis method set forth in this Example. In Table 2, MS = Mass Spectrum and 
MH+ = mass of parent molecular ion plus one hydrogen atom; 

TABLE 2 

COMPOUNDS PREPARED BY METHOD OF EXAMPLE 2 



R,X 


R, 


R, 


MS(MH+) 


(4-Methylphenyl)methylamino 


Isopropyl 


2-Arninoethylamino 


340 


(2 ,4-Dichlorophenyl)methy lamino 


Isopropyl 


Dicthanolamino 


439 


(2 ,4-D ichloropheny l)methy lamino 


Isopropyl 


2-Arninoethylamino 


394 


(3-MeUiylphcnyl)mcthylamino 


Isopropyl 


Diethanolammo 


385 


(3-Methylphcnyl)mcthylamino - 


Isopropyl 


2-Arninoethylamino i 


340 


(3-Mcthylphcnyl)mcthylaiiiino 


Isopropyl 


2^2-Dimcthylarnino)-Nl- 
benzylethylamino 


458 


(4-Trifluoromethylphenyl)mcthylamino 


Isopropyl 


2 -Aminocmy lamino 


394 


(4-Trifluoromcmyiphcnyl)mcthylamino 


Isopropyl 


l-Hydroxymcthyl-2- 
mctnvtpropylamino 


437 


(3,5-Bis- 

trifluoromethylphenyl)methylamino 


Isopropyl 


Diethanolammo 


507 


(3,5-Bis- 

trifluoromethylphenyl)methylamino 


Isopropyl 


2-Aminoethylamino 


462 
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MS(MH+) 



(3,5-Bis- 

trifhioromethylphenyDmethylamino 



Isopropyl 



l-Hydroxymethyl-2- 
memylpropylammo 



(3-Chlorophenyl)methylammo 



Isopropyl I l-Hydroxvmetfaylethylamino 



505 



375 
409 



(2-Trifluoromemyl-phenynmemylammo 



Isopropyl I UHydroxYmethvlethylamino 



(4-Chloro-3-trifluoromethyl- 
phenypmethylamino 



Isopropyl I 1 -Hydroxymcthy lcthylamino 



(3-Chlorophenyl)methylammo 



(2-Trifluromethyl»phenyl)metfaylammo 



Isopropyl 



2-Hvdroxyemylamino 



Isopropyl 



2-Hydroxyemylamino 



443 



361 



395 
429 



(4-ChloroO-trifluoromethyl- 
phcnyl)methylamino 



Isopropyl 



2-Hydroxyethylamino 



(3-CWorophenyl)memylamino 



Isopropyl i (lR,2S>2-Hydroxy-l- 

metfayl-2-phgnyletfaylamiriO 



451 



(2-Chlorophenyl)methylammo 



Isopropyl 



Diethanolamino 



450 
407 



(2 < 5-Difluorophenyl)methylammo 



Isopropyl 



Diethanolamino 



(WNaphthvl)methylamino 



Isopropyl 



Diethanolamino 



421 
360 



(2-Chlorophenyl)methylarnino 



Isopropyl 



2-Ammoemylaniino 



(2,5-DifluorophenyQmefrylaniino 



Isopropyl 



2'Aminoethylamino 



362 
376 



( UNaphthvDmethylamino 



Isopropyl 



2-Ammoemylamino 



(2-Chlorophenyl)mcmylarnino 



Isopropyl 



l-Hydroxymethyl-2- 
methylethylamino 



(2,5-Difluorophenyl)methylamino 



Isopropyl 



l-Hydroxymethyl-2- 
methylethylammo 



( 1 -Naphmyl)me wylamino 



Isopropyl 



l-Hydroxymemyl-2- 
methylethylamino 



403 



405 



419 



(3-Methylphenyl)methylamino 



Isopropyl 



2-Ammopropylamino 



354 
374 



(2-Chlorophenynmethylamino 



Isopropyl 



2- Ammopropylamtno 



(3«Chlorophenyl)methylamino 



Isopropyl 



2-Aminopropylamino 



(2,5»DifluoTophenyl)memvlamino 



Isopropyl 



2-Anunopropylarnino 



( 1 -Naphthy Dmethy lamino 



Isopropyl 



2-Anunopropylamino 



(2-Chloro-5- 
trifluoromemylphenyflmemylamino 



Isopropyl 



Diethanolamino 



(3-CMorophenyl)methylamino 



Isopropyl 



l-Hydroxymethyl-2- 
methylpropylamino 



(2-Trifluoromemylphenyl)methylamino 



Isopropyl 



l-Hydroxymethyl-2- 
me&ylpropylamino 



374 



376 



390 



473 



403 



437 



(3-Methyiphenyl)mcthylaraino 



Isopropyl I 2-(2-Hydroxyemylamino)- 
ethylamino 



384 



(2-Chlorophenyl)methylamino 



Isopropyl | 2H2-Hydroxyemylamino)- 
ethylamino 



(3-Chlorophenyl)methylamino 



Isopropyl I 2-(2-Hydroxyethylamino)- 
ethylamino 



404 



404 



(2,5-Difluorophenyl)memylamino 



Isopropyl | 2-(2-Hydroxyethylaniino)- 
1 ethylamino 



406 



( 1 -Naphthyl)methylamino 



Isopropyl I 2-(2-Hydroxyethylamino)- 
ethylamino_ 



420 



(3 ,5-Bistrifluoromethyl- 
phenyl)memyIam ino^ 



Isopropyl 



2-(2-Hydroxyemylamino)- 



506 



(4-Isopropylphenyl)memylainino 



Isopropyl I 2K2-Hyd^xycmylamino)- 
ethylamino 



412 



(2-Trifluoromethylphenyl)memylarnino 



Isopropyl | 2-(2«Hy&oxyemylainino)- 
emylamino 



(4-Memylphenyl)memylamino 



Isopropyl 



2-(2-Hy<koxyemylamino)- 
ethylamino 



438 



384 
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R,X 




R, 


MS(MH+) 


(4-Chloro-3- 

trifluoromethylphcnyl)mcthylainino 


Isopropyl 


2-(2-Hydroxyemylammo)- 
ethylamino 


472 


(2-Chloro-5- 

tri£luoronicthylphenyl)mcthylanuno 


Isopropyl 


2^2-Hydroxyethylarnino)- 
ethylamino 


472 


(3,5-Dichlorophcnyl)methylamino 


Isopropyl 


2-(2-Hydroxycthylamino)- 
ethylamino 


438 


( i R)-{4-Methy iphenyl)ethylamino 


Isopropyl 


2^2-Hyckoxycthylaiiiino)- 
ethylamino 


398 


1 ; 1 R)-(2-Naphthy l)ethy Umino 


Isopropyl 


2-(2-Hydroxyemylamino)- 
cthvlamino 


434 


(2,4-Dichloro-6- 
mcthylphenyl)methylamino 


Isopropyl 


2-(2-Hydroxyethylarnino)- 
ethylamino 


452 


(4-Trifluoromethylphenyl)methyiamino 


Isopropyl 


2-(2-Hydroxyemylamino)- 
e thy lamino 


438 


(3-Methylphenyl)metfaylamino 


Isopropyl 


(2S)-pyrrolomcthylamino 


380 


(2-Chlorophenyl)memylaniiiio 


Isopropyl 


(2SVpyn , olomethylamino 


400 


(3-Chlorophenyl)methvlamino 


Isopropyl 


( 2S)-pyrrolomemylarnino 


400 


(2 , 5 -Difluoropheny l)methy lainino 


Isopropyl 


(2SVpNTrolomcthylamino 


402 


( 1 -Naphthyl)methylanrino 


Isopropyl 


(2SVpyrTolomethylarnino 


416 


(3 ,5-Bistrifluoromethyl- 
phenyl)mcthylamino 


Isopropyl 


(2S)-pyrrolomcthylarnino 


502 


(4-Isopropylphenyl)methylamino 


Isopropyl 


(2SVpyrrolomemylamino 


408 


(2-TrifluoromcthylphcnyOmcthylamino 


Isopropyl 


( 2S)-pyrrolomemylarnmo 


434 


(4-Mcthylphenyl)methylamino 


Isopropyl 


(2SVomolomcthylainino 


380 


(4-Chloro-3- 

trifluoromethylphenyl)methylamino 


Isopropyl 


(2S)-pyrrolomethylamxno 


468 


(2-Chloro-5- 

trifluoromethylphcnyl)methylamino 


Isopropyl 


(2S)-pyrrolometliylainiiio 


468 


(3,5-D ichlorophcnyl)methylamino 


Isopropyl 


(2S)-pynolomctfaylamino 


434 


( 1 R)-(4-Methylpheny Dcthylamino 


Isopropyl 


(2SVpyrrolomcthylamino 


394 


( lR)-(2-Naphthyl)ethylamino 


Isopropyl 


(2SVpyrrolomcthvlamino 


430 


(2 f 4-Dichioro-6- 
raethylphenyl)methylamino . 


Isopropyl 


(2S)-pyrrolomcthylamino 


448 


(4-Trifluoromethylphcnyl)methylamino 


Isopropyl 


(2SVpyrrolomedivlamino 


434 


(3-Methylphenyl)raethylamino 


Isopropyl 


2-Hydroxy-HS)- 
methylethylamino 


355 


(2-Chlorophenyl)methylamino 


Isopropyl 


2-Hydroxy-l-(S)- 
methvlcthylamino 


375 


(2 J 5-Difiuorophcnyl)racthylaraino 


Isopropyl 


2-Hydroxy-KS)- 
methylcthvlarnino 


377 


( 1 -Naphthyl)methylamino 


Isopropyl 


2-Hydroxy-l-(S)- 
methylethylamino 


391 


(3,5-Bi5trifluoromethyl- 
phcnyl)methylamino 


Isopropyl 


2-Hydroxy-l-(S)- 
mcthvlethylarnino 


477 


(4-Isopropylphenyl)methylamino- 


Isopropyl 


2-Hydroxy-l-(S)- 
methylemylamino 


383 


(4-Methylphcnyl)mcthylamijio 


Isopropyl 


2-Hydroxy-l-<S)- 
mcthvlcmylarnino 


ice 

355 


(2-Chloro-5- 

trifluoromethylphenynmethylamino 


Isopropyl 


2-Hydroxy-l-(S> 
methvlcthylamino 


443 


(5-Fluoro-2- 

trifluoromethylphenyl)memylamino 


Isopropyl 


2-Hydroxy-HS)- 
mcmylcmvlarnino 


427 


(3 ,5-D ichlorophcny l)methy lamino 


Isopropyl 


2-Hydroxy-l-(S> 
memvlcmylarnino 


409 
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R,X 


R, 




MS(MH+) 


[R]- 1 -(4-Mcthylphcny l)ethylamino 


Isopropyl j 


2-Hydroxy-l-{S)- 
mcthylcthylamino 


369 


[R]-l-(2-Naphthyl)cthylamino 


Isopropyl 


2-Hydroxy-l-(S)- 
mcthylcthylamino 


405 


(2 ,4-D ichloropheny l)meihylamino 


Isopropyl 


2-Hydroxy-l-(S)- 
mcthylcthy lamino 


409 


(2,4-Dichloro-6- 
methylphenyl)methyIamino 


Isopropyl 


2-Hydroxy-HS> 
methylethylamino 


423 


(4-Trifluoromethylphenyl)methylamino 


Isopropyl 


2-Hydroxy-l-(S)- 
mcthylcthylamino 


409 


(3-Methylphenyl)methylamino 


Isopropyl 


2-Hydroxyethylamino 


341 


(2-Chlorophcnyl)mcthylammo i 


Isopropyl 


2-Hydroxyethylamino 


361 


(2,5-Difluorophenyl)mcthylamino 


Isopropyl 


2-Hydroxycthylamino 


363 


( 1 -Naphthyl)methylammo 


Isopropyl 


2-Hydroxyethylamino 


377 


(3 ,5-Bistrifluoromethyl- 
phenyl)mcthylamino 


Isopropyl 


2-Hydroxyemylarnino 


463 


(4-Isopropylphenyl)methylamino 


. 

Isopropyl 


*i u r- — : — : 

2-Hydroxyethylamino 


ioy 


(4-MethyIphenyl)methylamino 


Isopropyl 


2-Hydroxyethylamino 


341 j 


(2-Chloro-5- 

trifluoromethylphenyl)memylamino 


Isopropyl 


2-Hyo^oxyemylamino 




(5-Fluoro-2- 

trifluoromethylphcnyl)mcthylamino 


Isopropyl 


2-Hyoxoxyemylamino 


413 


(3,5-DichIorophcnyl)methy!ainino 


Isopropyl 


2-Hydroxycthylainino 


395 


( 1 R)-(4-Methy lphenyl)ethylamino 


Isopropyl 


2-Hydioxyemylainino 


355 


( 1 RM 2-Naphthyl)cthy lamino 


Isopropyl 


2-Hydroxyemylamino 


391 


(2,4-Dichlorophcnyl)mcthyIamino 


Isopropyl 


2-Hyo^xycmylammo 


395 


(2,4-Dichloro-6- 
methylphenyl)methylamino 


Isopropyl 


2 -Hydroxyemylamino 


409 


(4-Trifluoromemylphenyl)memylamino 


Isopropyl 


2-HydroxyetoyIanrino 


395 


(3-Methylphenyl)methylamino 


Isopropyl 


1- 

HyoVoxyrnemylpropylarnino 


369 


(2-Chlorophenyl)mcthylamino 


Isopropyl 


1- 

Hyo^oxymemylpropylainino 


389 


(3-Chlorophenyl)methylamino 


Isopropyl 


1- 

Hydroxyme thy Ipropy lamino 


389 


(2 , 5-Difluoropheny l)methy lamino 


Isopropyl 


1- 

Hydroxymethylpropylamino 


391 


( 1 -Naphthyl)methylamino 


Isopropyl 


1- 

Hydroxymemylpropylammo 


405 


(3,5-Bistrifluoromcthyl- 
phenyl)melhyIamino 


Isopropyl 


1- 

Hydroxymcthylpropylamino 


491 


(4-Isopropylphenyl)methylamino 


Isopropyl 


1- 

Hydroxymemytoropylamino 


397 


(2-Trifluoromethylphcnyl)methylamino 


Isopropyl 


1- 

Hyo^xymcmyteropylamino 


423 


(4«Methylphenyl)memylamino 


Isopropyl 


1- 

Hydroxyrncmylpropylarnino 


369 


(4-Chloro-3- 

trifluoromethylphenyl)methylamino 


Isopropyl 


1- 

Hydroxymcmylpropylamino 


457 


(2-Chloro-5- 

trifluoromethylphenyl)methylamino 


Isopropyl 


1- 

Hydxoxymemylpropylamino 


457 


(5-Fluoro-2- 

trifluoromcthylphenyl)methylamino 




1- 

HyoVoxyraemylpropylamino 


441 



WO 00/44750 



PCT/USOO/01407 



44 



R,X 


R, 


Ri 


MS(MH+) 


(3, 5-DicMorophenyl)memy lamino 


Isopropyl 


1- 

Hydroxymethylpropylamino 


423 


( 1 R)-(4-Methylpheny l)cthy lamino 


Isopropyl 


1- 

Hydroxymethylpropylamino 


383 


( 1 R)-(2-Naphthy l)cthylamino 


Isopropyl 


1- 

HydroxymcthylpTOpylammo 


419 


(2,4-Dichlorophcnyl)mcthylamino 


Isopropyl 


1- 

Hydroxymcthylpropylamino 


423 


(2,4-Dichloro-6- 
mcthylphcnyl)methylamino 


Isopropyl 


1- 

Hydroxymemylpropylamino 


437 


(4-Trifluoromethylphenyl)mcthylamino 


Isopropyl 


1- 

Hydroxyme thy lpropy lamino 


423 


(3, 5-Dichlorophenyl)methy lamino 


Isopropyl 


2-{2»Hydroxyethylamino)- 
cthylamino 


438 


(3 ,5 -Dichloropheny l)mcthy lamino 


Isopropyl 


(2S)-pynolomemylamino 


434 


(4-CMorophenyl)methylamino 


Isopropyl 


2-Animocyclohcxylammo 


414 


(4-Chlorophenyl)mcthylamino 


Isopropyl 


3-Arninocyclohexylarnino 


414 


(3-Fluoro-6-trifluoromethyl- 
phcnyl)methyIamino 


Isopropyl 


Diethanolaxnino 


457 


(2-Chloro-5-trifluoromethyl- 
pehnyl)methylamino 


Isopropyl 


2 -Aminoe thy lamino 


428 


(3 ,5-Bis-trifluoromethyl- 
phcnyl)mcthylainmo 


Isopropyl 


2-Aminopropylamino 


476 


(2-Trifluoromethyl-phenyl)methy lamino 


Isopropyl 


2-Amuiopropylarnino 


408 


(4-mcthylphenyl)mcthylamino 


Isopropyl 


2-Aminopropylaxnmo 


354 


(4-Chloro-3-triiluoromcthyl- 
phcnyl)mcthylamino 


Isopropyl 


2-Ammopropylarnino 


442 


(2-Chloro-5-trifluoromethyl- 
phcnyl)methyIamino 


Isopropyl 


2-Ammopropylamino 


442 


(HI- 1 -(4-methylphenyl)cthylamino 


Isopropyl 


2 - aminocthy lamino 


354 


fRl- 1 -(2-Naphmyl)ethylamino 


Isopropyl 


2-Aminocthylamino 


390 


(2-CMoro-5-trifluoromethyl- 
phcnyl)methylamino 


Isopropyl 


1 -Hydroxymethyl-2- 
methylpropylammo 


471 


(3-fluoro-6-trifluoromethyl- 
phcnyDmcthylamino 


Isopropyl 


l-Hydroxymethyl-2- 
memvhJropylamino 


455 


[Rl- 1 -(4-methy lphcnyl)cmylamino v 


Isopropyl 


2-Aminopropylamino 


368 


\KV 1 -(2-Naphthyl)ethylamino 


Isopropyl 


2-Aminopropylamino 


404 


(4-Trifluoroniethyl-phcnyl)methylaniino 


Isopropyl 


2-Arrimopropylarnino 


408 


(3-Methylphenyl)methylamino 


Isopropyl 


2-Amino-2- 
methylpropylamino 


368 


(2-Chlorophenyl)methylamino 


Isopropyl 


2-Amino-2- 
memylpropylamino 


388 


(3-Chlorophenyl)methylamino 


Isopropyl 


2-Amino-2- 
memylpropylamino 


388 


(2,5-Difluorophenyl)memylamino . 


Isopropyl 


2-Amino-2- 
memylrjropylamino 


390 


( 1 -Naphthyl)methy lamino 


Isopropyl 


2-Arnino-2- 
methvhm>pylamino 


404 


(3,5-Bis-trifluoromethyl- 
phenyDmethylamino 


Isopropyl 


2-Ammo-2- 
methylpropylamino 


490 


(2-Trifiuoromcmyl-phcnyl)mcmylamino 


Isopropyl 


2-Amino-2- 
mcthytoropylamino 


422 


(4-Methyiphenyl)memylamino 


Isopropyl 


2-Amino-2- 
mcthylpropylamino 


368 
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MS(MH+) 


(4-ChloroO-trifluoromethyl- 
phenyl)raethylamino 


Isopropyl 


2-Amino-2- 
mcthylpropylamino 


456 


(2-Chloro-5-trifhioromcthyl- 
phenyl)methylamino 


Isopropyl 


2-Amino-2- 
roethylpropylamino 


456 


(3-Fluoro-6-trifluoromethyl- 
phenyl)mcthylamino 


Isopropyl 


2-Amino-2- 
mcthylpropylamino 


440 


[R]- 1 -(4-Methylpheny fyethylamxno 


Isopropyl 


2-Aimno-2- 
mctfay Ipropy laiuuio 


382 


[R]- 1 -(2-Naphthyl)cthylamino 


Isopropyl 


2-Amino-2- 
methylpropylamino 


418 


(4-Trifluoromethyl-phcnyl)mctfaylanimo 


Isopropyl 


2-Amino-2- 
mcthylpropylamino 


422 



EXAMPLE 3 

This Example describes a method for preparing compounds of this invention. The 
synthesis method disclosed in this Example is only slightly modified from that disclosed in 
Example 1. 




The following compound was prepared according to the method above. 
Preparation of 2,6-dichloro-9-lsopropylpurine (4). 

To a solution of 0.67g of 2,6-dichloropurine in 5mL of dry DMF at room temperature 



f 
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was added 0. 16gms (1. 1 eq.) of 50% sodium hydride/oil powder. Upon cessation of 
hydrogen evolution, a large excess (2 mL) of isopropyl iodide was added to the anionic 
solution. This reaction solution was stirred for three days at ambient temperature. The 
reaction was quenched with 30 mL of water and extracted with ethyl acetate (350 mL). The 

5 organic extracts were combined and back washed with 350 mL of water 
followed by 20 mL of brine. The ethyl acetate solution was dried over anhydrous magnesium 
sulfate and evaporated. The compound was subjected to variable gradient flash 
chromatography on silica gel with hexane/ethyl acetate mixtures and yielded the N-9 product 
and the N-7 isomer. 

10 Preparation of 2-chloro-6-anilino-9-isopropyIpurine (5), 

2,6-dichloro-9-isopropylpurine (0.019 g, 0.081 mmol) was dissolved in butanol (0.5 
ml) and aniline (0.044 ml, 0.244 mmol) was added. The reaction mixture was heated to 
120°C for 10 hr, cooled, diluted with EtOAc and washed 3 times with water. The mixture 
was dried over MgS0 4 and concentrated to an off white solid. 

1 5 Preparation of 2~diethano lamino-6-(4-ph eny lanilino)-9-isopropylpurin e (6). 

A solution of 67mgs of 2,6-dicMoro-N-9-isopropylpurine and lOOmgs of 
4-phenylaniline in 1 mL of n-octanol was heated to 80°C for 24 hours. The n-octanol was 
removed in vacuo and then replaced with 1 mL of 40% diethanolamine in DMSO. The 
solution was heated at 130°C for 48 hours. The reaction was cooled to ambient 

20 temperature then diluted with 10 mL of water and subsequently extracted with ethyl acetate 
(3X30 mL). The organic extracts were combined and back washed with 3X20 mL of water 
followed by 10 mL of brine. The ethyl acetate solution was dried over anhydrous magnesium 
sulfate and filtered and the solvent was evaporated. The 65mgs of crude product was 
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crystallized from THF-ether solution. 

Table 3 below identifies compounds of this invention that were prepared according to 
the general synthesis method set forth in this Example. 



TABLE 3 

Compounds Prepared By The Method Of Example 3 



R,X 


R, 


R, 


(8-quinolinyl)amino 


Isopropyi 


a 


(6-quinolinyl)amino 


Isopropyi 


a 


(3-quinolinyl)amino 


Isopropyi 


a 


anilino 


Isopropyi 


a 


3,5-dinitroanilino 


Isopropyi 


a 


4-butylanilino 


Isopropyi 


a 


(8-quinolinyI)amino 


Isopropyi 


Diethanolamino 


(6-quinolinyl)amino 


Isopropyi 


Diethanolamino 


(3-quinolinyl)amino 


Isopropyi 


Diethanolamino 


anilino 


Isopropyi 


Diethanolamino 


3,5-dinitroanilino 


Isopropyi 


Diethanolamino 


4-butylanilino 


Isopropyi 


Diethanolamino 


(6-ethoxy-2-benzothiazolyl)amino 


Isopropyi 


a 


4 -morpholino-2-methylamino 


Isopropyi 


a 


(4-ajninosulfonyl-phenyl)methyIamino 


Isopropyi 


a 


4-bromoanilino 


Isopropyi 


diethanolamino 


3,4-dichloroanilino 


Isopropyi 


dicthanolammo 


2-(2-( 1 -methyl)pyiToHdinyl)cthYlaiiiino 


Isopropyi 


diethanolamino 


3 -bro mo anilino 


Isopropyi 


ci 


4-raethoxyanilino 


Isopropyi 


diethanolamino 


4-iodoanilino 


Isopropyi 


ci 


3-iodoanilino 


Isopropyi 


a 


3-methoxyanilino 


Isopropyi 


a 


2-( 1 -piperidinyl)ethylamino 


Isopropyi 


diethanolamino 


2-( 1 -pyrrobdmyl)ethylarruno 


Isopropyi 


diethanolamino 


(l-indanyl)amino 


Isopropyi 


diethanolamino 


2-(6-cthoxybenzothiazolyl)amino 


Isopropyi 


diethanolamino 


4-moipholino-2-methylaniino 


Isopropyi 


diethanolamino 


(4-aminosulfonyl-phenYl)methylaraino 


Isopropyi 


die thano laxnino 


4-bromoanilino 


Isopropyi 


diethanolamino 


3,4-dichloroanilino 


Isopropyi 


diethannl amino 


2-(2-( l-methyl)pyrrolidinyncthylarnino 


Isopropyi 


diethanolamino 


3-bromoanilino 


Isopropyi 


diethanolamino 


4-methyoxyanilino 


Isopropyi 


Hiethanol?mfno 


4-iodoanilino 


Isopropyi 


diethanolamino 


3-iodoanilino 


Isopropyi 


diethanolamino 


3-methoxyanilino 


Isopropyi 


diethanolamino 


2-( 1 -piperidinyttethylamino 


Isopropyi 


diethanolamino 


2-( 1 -pyrroli dinyl)cthylamino 


Isopropyi 


diethanolamino 


(l-indanyl)amino 


Isopropyi 


di ethanolamino 


3-iodoniiino 


Isopropyi 


diethanolamino 
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R,X 


R, 




3-phenoxyanilino 


Isopropyl 


diethanolamino 


4-iodoanilino 


Isopropyl 


diethanolamino 


4-phenoxyanilino 


Isopropyl 


diethanolamino 


3-phcnoxyanilino 


IsopTopyl 


diethanolamino 


2-fluorcnylarnino 


Isopropyl 


diethanolamino 


1-fluoreny lamino 


Isopropyl 


diethanolamino 


2-anthraccnylamino 


Isopropyl 


diethanolamino 


1 - anthraceny lamino 


Isopropyl 


diethanolamino 


2-(6-ethoxybenzothiazolyl)amino 


Isopropyl 


diethanolamino 


(l-indanyl)amino 


Isopropyl 


diethanolamino 


2-(6-ethoxybenzothiazolyl)amino 


Isopropyl 


diethanolamino 


4-morpholino-2-mcthylamino 


Isopropyl 


diethanolamino 


(4-aminosulfonyl-phenyl)mcthylamino 


Isopropyl 


diethanolamino 


4-broraoanilino 


Isopropyl 


diethanolamino 


3 ^-dichloroanilino 


Isopropyl 


diethanolamino 


2-(2-{ 1 -methyl)pyrroiidinyl)ethylainino 


Isopropyl 


diethanolamino 


3-bromoanilino 


Isopropyl 


diethanolamino 


4-methoxyanilino 


Isopropyl 


diethanolamino 


4-iodoanilino 


Isopropyl 


diethanolamino 


3-iodoanilino 


Isopropyl 


diethanolamino 


3 -mcthoxyanilino 


Isopropyl 


diethanolamino 


2-( 1 -piperidiny])ethylaniino 


Isopropyl 


diethanolamino 


2-( l-pyiTolidinyl)ethylamino 


Isopropyl 


diethanolamino 


(l-indanyl)amino 


Isopropyl 


di ethsno lamino 


3-iodoanilino 


Isopropyl 


diethanolamino 


3-pheoxyanilino 


Isopropyl 


diethanolamino 


4-iodonilino 


Isopropyl 


diethanolamino 


4-phenoxyanilino 


Isopropyl 


diethanolamino 


3-phenoxyanilino 


Isopropyl 


diethanolamino 


2-fluorenylamino 


Isopropyl 


diethanolamino 


1-fluoreny lamino 


Isopropyl 


diethanolamino 


2-anthracenylamino 


Isopropyl 


diethanolamino 


1 -anthracenylamino 


Isopropyl 


diethanolamino 


2-(6-emoxybenzothiazolyl)airiino 


Isopropyl 


diethanolamino 


(2-biphenyl)methylamino 


Isopropyl 


diethanolamino 


(4-biphenyl)methylamino 


Isopropyl 


diethanolamino 


2-naphthylmethylamino 


Isopropyl 


diethanolamino 


I -naphthylmethylamino 


Isopropyl 


diethanolaniino 


(4-Chlorophenyl)methylamino 


Isopropyl 


Diethanolamino 


(4-Fluorophenyl)methylamino 


Isopropyl 


Diethanolamino 


(4-Methoxyphenyl)methylamino 


Isopropyl 


5-Ammopentylamino 


(4-Trifluoromethylphenyl)methylamino 


Isobutyl 


Diethanolamino 


(4-Trifluoromemylphenyl)memylamino 


Isopropyl 


Diethanolamino 


(4-<^orophenyl)metoylamino 


Isopropyl 


(S)-2-Amino-3- 
phenylpropylamino 


(4-Fluorophenyl)methylamino 


Isopropyl 


2-Aramoemylamino 


(4-Fluorophenyl)methylamino 


Isopropyl 


(D)- 1 -Hydroxymethyl-2- 
methyl-propylamino 


(4-Fluorophenyl)methylamino 


Isopropyl 


(L)- 1 -Hydroxymethyl-2- 
memyl-propylamino 


(4-Chlorophenyl)methylamino 


Isopropyl 


(D)- l-Hydroxymethyl-2- 
methyl-propylamino 
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R, 


R, 


4 -Chloropheny l)memylarnino 


Isopropyl 


(L)- 1 -Hydroxyrnethyl-2- 
mcthyl-propylammo 


(4-Chlorophenyl)mcthylamino 


IsopTopyl 


2-Hydroxy-2-phenyl- 
ethylarnino 


(4-Chlorophenyl)mcthylamino 


Isopropyl 


2-Amino-Nl-(2- 
hydroxyemvl)ethylamino 


(4-Chlorophenyl)mcthylamino 


Isopropyl 


2-Amino-N2-(2- 
hydroxYethvOcthylamino 


(4-Chlorophenyl)mcthylamino 


Isopropyl 


(S)-2-Phenyl- 1-caiboxarnido- 
cthylamino 


(4-Chlorophenyl)methylamino 


Isopropyl 


2-Amino-N2-(2- 
hy droxy etny 1)-N 1 - 
(hydroxyethynethylamino 


(4-Sulfonamidophenyl)methylamino 


Isopropyl 


2-Ajninocthylamino 


f4-Fluorophcnyl)methyiamino 


2-Oxo-3-butyl 


Diethanolarmno 


(4-Fluorophenyl)methylamino 


2-Oxo-3«butyl 


2-Anunoethylamino 


( 4-Chloropheny l)raethy lamino 


2-Oxo-3-butyl 


Diethanolarnino 


( 4-CWoropheny l)memylamino 


2-Oxo-3-butyl 


2-Aminocthylammo 


(4-Methylphenyl)methylamino 


Isopropyl 


l-Hydroxymethyl-2-metbyl- 
propylamino 


(3-Methylphenyl)methylamino 


Isopropyl 


1 -Hydroxymethyl-2-methyl- 
propylamino 


(4-Chlorophcnyl)methylamino 


Isopropyl 


2-(N2-dimethylarmno>Nl- 
benzvl-€thylamino 


(4-Chlorophcnyl)mcthylamino 


Isopropyl 


1 -Carboxarnido-2-methy 1- 
propylamino 


(4-Chlorophenyl)niethylamino 


Isopropyl 


2-Airunocthylamino 


(4-Chlorophcnyl)me thy lamino 


Isopropyl 


3 - Axninopropylarnino 


(4-Cnlorophenyl)methylarnino 


Isopropyl 


5-Aminopentylarnino 


(4-Chlorophenyl)methylamino 


Isopropyl 


2-Amino-2-methyl- 
ethylamino 


(4-Chlorophenyl)methylamino 


Isopropyl 


(SH+)-i- 

(Hydroxymethyl)propylamin 
o 


(4-Chlorophenyl)methyIamino 


Isopropyl 


(RK-H- 

(Hydroxymethyl)propylarnin 

0 


(4-Chlorophenyl)mcthylamino 


Isopropyl 


(SH+)-l- 
(Hydroxyraethyl)ethylamirio 


(4-Chlorophenyl)methylamino 


Isopropyl 


(RH-M- 

(Hydroxymethyl)ethylainmo 


(4-Chloropfaenyl)methylamino 


Isopropyl 


(SH+>-2- 

Hydroxypropylamino 


(4-Qilorophenyl)mcthylainino 


Isopropyl 


(RH-)-2- 
HydroxYPTOpylamino 


(4-Fluorophenyl)mcthylamino 


Isopropyl 


2 -Amino-propy lamino 


(3 -Chlorophenyl)mcthylamino 


Isopropyl 




( 3-Chlorophcnyl)mcthylamino 


Isopropyl 


2-Ammoemylamino 


(2-Trifluoromemylphenyl)memylaxnino 


Isopropyl 


Diethanolamino 


( 2-Trifluoromcthy lpheny Dmethylamino 


Isopropyl 


2 -Ajninoe thy lamino 


(4-Chloro-3-trifluoromethylphenyl) 
methylamino 


Isopropyl 


Diethanolamino 


(4-Chloro-3-trifluoromcthylphcnyl) 


Isopropyl 


2-Arnmocmylarnino 
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RjX 


R, 


R* 


methylamino 






(3 , 5 -Dichiorophcnyl )methy 1 amino 


Isopiopyi 


Hi«4iAfim<lfTMnA 

1 J|CIJi3nQi*iiiilJlij 


(3,5-Dichlorophenyl)methylainino 


Isopropyl 


2-Arnino-ethylamino 


(2-Trifluoromethyl-phcnyl)methylamino 


Isopropyl 


2-(N2-aimetny laminoj-N i - 
benzvl-cthylamino 


(3-Chlorophcnyl)methylamino 


Isopropyl 


Dicthanoiamino 


(3-Chlorophenyl)memylarnino 


Isopropyl 


2-Aminocthylamino 


(2-Trifhioromcthylphenyl)memylammo 


Isopropyl 


Dicthanolammo 


(2-Trifhioromethylphenyl)mcthyIamino 


Isopropyl 


2-Aminoetfaylarriiiio 


(4-Chloro-3- 

trifluoromcthylphenyl)methvlamino 


Isopropyl 


Diethanolamino 


(4-Chloro-3- 

trifluoromethylphenyl)mcthylamino 


Isopropyl 


2-Arjunocthylaroino 


(3,5-Dichlorophcnyl)mcthylamino 


Isopropyl 


Diethanolamino 


(3 ,5-Dichloropheny l)methylamino 


Isopropyl 


2-Aminocthylamino 


(2-Trifluoromcthylphenyl)methylamino 


Isopropyl 


2-{N2-Dimemylarruno)-Nl- 
bcnzylemylamino 


(3-Chlorophenyl)methylamino 


Isopropyl 


2-(N2-Dimemylarmno)-Nl- 
benzylethylamino 


(3,5-Dichlorophcnyl)mcthyIamino 


Isopropyl 


2<N2-D imcthylamino)-Nl- 
benzylethylanimo 


(4-Chloro-3- 

trifluoromethylphenyi)methylamino 


Isopropyl 


2-{N2-Dimcmylamino)-N l - 
* benzylcmylarnino 


(4-Chlorophenyl)mcthylamino 


Isopropyl 


2-Amino-2- 
memylpropylarflino 


(4-Fluorophcnyl)methylaraino 


Isopropyl 


(SH2- 

Tetrahydroruranyl)rnethylam 
mo 


(4-Fluorophenyl)meroylamino 


Isopropyl 


(RK2- 

Teo-ahydroruranyl)methykm 
ino 


(4-Methylphenyl)mcthyIamino 


Isopropyl 


Diethanolamino 


(4-Fluorophenyl)methylamin<> 


Isopropyl 


2-Hydroxy-l- 
methylcthylamino 


(4-Fluorophenyl)methylamino 


Isopropyl 


(S)-2-riyaroxy-z- 
mcthvlethylamino 


(4-Fluorophenyl)methylamino 


1 Isopropyl 


(R)-2-Hydroxy-2- 
memylemylamino 


(4-Fluorophenyl)mcthylamino 


Isopropyl 


1- 

Hydroxymemylpropylamino 


(4-Flurophenyl)meihylamino 


Isopropyl 


2-Amino-2- 
mcthvlpropylarnino 
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EXAMPLE 4 

This Example describes a method for preparing compounds of this invention. The 
synthesis method disclosed in this Example is only slightly modified from that disclosed in 
5 Example 1. 





NaH 



XX" 



R% 6, N-mathy^yrrolidnone 

Or 
"coupling" 



butanot 



5A 



\ 

R 2 



The following compound was prepared according to the method above. 
Preparation of 2,6-dichloro-9-isopropyIpurine (4). 

10 The 2,6-dichloropurine (5.00 g, 26.46 mmol) was suspended in 55 ml of dry DMF at 

room temperature and treated with sodium hydride, 60% dispersion (1.27 g, 31.75 mmol) 
added in portions. After stirring for 1 hr, 2-iodopropane (4.5 ml, 44.98 mmol) was added and 
the reaction stirred for 2 days. The reaction was poured into diethyl ether and washed once 
with saturated sodium bicarbonate solution and once with water. The mixture was dried over 

15 anhydrous sodium sulfate and concentrated in vacuo. The concentrate was chromatographed 
over silica gel eluting with 10% acetone in dichloromethane solution to give the desired N-9 
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alkylation product as a white solid. 

Preparation of 2-chloro-6-{4-methylmercapto) anilino-9-isoproplypurine (5A). 

2,6-Dichloro-9-isopropylpurine (0.15 g, 0.649 mmol) was dissolved in n-butanol (4 

ml) and 4-(methylmercapato) aniline (0.089 ml, 0.714 mmol) and triethylamine (0.20 ml, 1.43 
5 mmol) were added. The reaction mixture was heated at 80° overnight. The cooled reaction 

was diluted ethyl acetate and washed 1 x 1M HCI, 1 x saturated sodium bicarbonate, and 1 x 

brine before being dried with anhydrous sodium sulfate and concentrated in vacuo. The 

residue was chromatographed over silica gel and eluting with 2% methanol in 

dichloromethane to give the desired product as a white solid. 
10 Preparation of 2-diethanolamine-6-(4-methylmercapto) anilino-9-isopropyIpurine (6A). 

The purine (0.18 g, 539 mmol) was dissolved in N-methylyrrolidinone (3 ml) and 

diethanolamine (1 ml) and then heated at 120°C overnight. The cooled reaction was poured 

into diethyl ether and washed three times with water before drying over anhydrous sodium 

sulfate and concentrating in vacuo. The residue was chromatographed over silica gel eluting 
15 with 5% methanol in diqhloromethane to give the desired product as an off-white solid. , H- 

NMR(5, CDC1 3 ) : 8.08(s,lH), 7.58(d, 2H), 7.47(s,lH), 7.18(d, 2H), 4.95(br s, <2H), 4.52(m, 

1H), 3.94(m, 4H), 3.83(m,4H), 2.43(s, 3H), 1 .47(d, 6H). 

Preparation of 4-(2-thienyl) benzonitrile. 

Some R/ groups must first be synthesized before reacting with the 2,6-dichloro-9- 
20 isopropylpurine. These groups can be synthesized through various coupling methods and 

other synthetic procedures known to those skilled in the art of organic synthesis. 

To a pressure tube was added 4-bromobenzonitrile (0.20 g, 1.10 mmol), 

tetrakis(triphenylphosphine) palladium (0) (0.127 g, 0.1 eq) and 2-thiopheneboronic acid 
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(0.21 1 g, 1.65 mmol). The reaction was flushed under vacuum and flushed with dry nitrogen 
three times. Following flushes, ethylenegiycol dimethyl ether (5.5 ml) and an aqueous 
solution of sodium carbonate (2.53 ml, 1M) were added to the tube. The tube was then sealed 
and heated at 80°C overnight. The cooled reaction was the diluted with diethyl ether and 

5 washed twice with water before drying over sodium sulfate and concentrating in vacuo. The 
residue was chromatographed over silica gel eluting with 10% ethyl acetate in hexane to give 
the desired product as a white solid. 
Preparation of 4-(2-thienyl) benzylamine. 

The 4-(2-thienyl)benzottitrile (0.086 g, 0.464 mmol) was dissolved in diy 

10 tetrahydrofuran (1.6 ml) before lithium aluminum hydride (0.46 ml, 0.464 mmol, 1 M in 
THF) was added dropwise. The reaction was allowed to stir at room temperature overnight. 
TLC (5% methanol in dichloromethane) still showed starting material remaining. Another 1 
eq of LAH was added. After an additional hour, the reaction was quenched by the Fieser and 
Fieser method using wager (17.46fil), aqueous sodium hydroxide solution (17.46|il, 15% 

15 soln.), and water (52.37 ^1) added sequentially to the reaction. The reaction was then diluted 
with diethyl ether and water and extracted twice with diethyl ether before drying over sodium 
sulfate and concentrating in vacuo. The residue was carried on crude without , any further 
purification. 

Table 3 below identified compounds of this invention that were prepared according to 
20 the general synthesis method set forth in this Example. 



WO 00/44750 



{ 

PCT/USOO/01407 



54 



Table 4 

Compounds Prepared By The Method of Example 4 



R,'-X 


R2 


R3 


CI 


Me 


Cl 


ethanol amino 


Me 


ethanolamino 


cyclopropyhnethylamino 


isopropyl 


Cl ! 


eye lopropylmemylamino 


isopropyl 


di ethanolamino 


3,5-dinitroanilino 


isopropyl 


a 1 


3 -phenoxyanilino 


isopropyl 


Cl 


4-iodoanilino 


isopropyl 


Cl 


3-aminoquinolino 


isopropyl 


Cl 


3,5-diiritroanilino 


isopropyl 


di ethanolamino 


CI 


epoxymethyl 


Cl 


4-memoxybeiizy lamino 


2,3-dihydroxypropyl 


diethanoLamino 


4-phenylanilino 


isopropyl 


diethanolamino 


4-phcnylbenzylamino 


isopropyl 


Cl 


2-naphthalenylmethylamino 


isopropyl 


a 


1 -naohthal eny Imethylamino 


isopropyl 


a 


2-phenylbcnzylaniino 


isopropyl 


Cl 


3-quinolinyIamino 


isopropyl 


diethanolamino 


5-quinolinylamino 


isopropyl 


diethanolamino 


6-quinolinylamino 


isopropyl 


diethanolamino 


8-quinolinylamino 


isopropyl 


memanolamino 


n-buty lamino 


isopropyl 


a 


4 -( 2 - thiopheny l)benzy 1 amino 


isopropyl 


deithanolamino 


4-(2-thiophenyl)bcnzylanaino 


isopropyl 


a 


3 -thiomethoxy anilino 


isopropyl 


a 


4-thiomethoxyanilino 


isopropyl 


a 


3-thi omethorxy anilino 


isopropyl 


diethanoamino 


4-thiomethoxyanilino 


isopropyl 


diethanoamino 


4-(2-pyridinyl) benzylamino 


isopropyl 


a 


3 -methoxybcnzylamino 


isopropyl 


a 


3 ,4-dimemoxybenzy lamino 


isopropyl 


a ! 


3 ,4 ,5-trimethoxyenzy lamino 


isopropyl 


a 


3-methoxybenzylamino 


isopropyl 


diethanolamino 


3 ,4-diraethoxybenzy lamino 


Isopropyl 


diethanolamino 


3 ,4 ,5-trimcthoxbenzy lamino 


Isopropyl 


diemanolamino 


4-(3 -thiophenyl)ben?y lamino 


Isopropyl 


Cl 


4-(4-methoxphenyl) benzylamino 


Isopropyl 


Cl i 


4-(4-bromophenyl) benzylamino 


Isopropyl 


methanolamino 


4-(3- methoxyphenyl) benzylamino 


Isopropyl 


methanolamino 1 


4-(4-methoxypheny) benzylamino 


Isopropyl 


diethanolamino 


4-{3-thiophenyl) benzylamino ' 


Isopropyl 


diethanolamino 


4-(3-methylpheny) benzylamino 


Isopropyl 


Cl 


4-(4-methylphenyl) benzylamino 


Isopropyl 


Cl 


4-(4-trifluoromethylphenyl) 
benzylamino 


Isopropyl 


Cl 


3 -(4 nitrilophenyl)anilino 


Isopropyl 


Cl 


3-(4-nitrilophenyl)anilino 


I Isopropyl 


diethanolamino 


! 4- (2-pyridinyl)benzy lamino 


Isopropyl 


Cl 


4-{2-pryidinyl)benzy lamino 


Isopropyl 


diethanolamino 
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EXAMPLE 5 

This Example describes a method for preparing compounds of this invention. The 
synthesis method disclosed in this Example is only slightly modified from that disclosed in 
Example 1. 



The following compound was prepared according to the method above. 

10 Preparation of 2-amino-6-chloro-9-methylpurine (7). 

The 2-amino-6-chloropurine (1.08 g, 6.4 mmol) was suspended in dry DMF (75 ml) 
and treated with sodium hydride, 60% dispersion (0.28 g, 7 mmol). The suspension was 
stirred for 15 min before iodomethane (0.44 ml, 7.06 mmol) was added and the resulting 
yellow solution stirred for 1 hr 45 min. The solid was filtered and the filtrate evaporated 

15 before addition of water for 10 min. The resulting solid was filtered and dried overnight to 



5 




7 



R 2 



1 Ra-CI 
I pyridine 

\ CHtCS; 
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give the product as a mixture of N-7 and N-9 alkylation products. The residual liquor was left 
overnight and more crystals were collected the next day and dried. 
Preparation of 6-chloro-2-(2-methoxyacetylamino)-9-methylpurine (8). 

The mixture of isomers from above was dissolved in dichloromethane and pyridine (2 
5 eq) followed by treatment with methoxyacetyl chloride (4 eq). The reaction was stirred at 
room temperature until complete. The reaction was evaporated and filtered through a plug of 
silicia gel eluting with 2% methanol in dichloromethane followed by purification on a 
chomatotron using silica gel and eluting with 2% methanol in dichloromethane to isolate the 
desired product 

10 Table 5 identifies compounds of this invention that were prepared according to the 

synthesis method set forth in this Example. 

Table 5 



compound 

Rl 


s r reparea oy 1 ac mcmuu «i 
R2 


i_ R3 


CI 


Me 


H I 


CI 


Me 


2-methoxyacetylamino 



15 
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EXAMPLE 6 

This Example describes a method for preparing compounds of this invention. The 
synthesis method disclosed in this Example is only slightly modified from that disclosed in 
Example 1. 




The following compound was prepared according to the method above. 
Preparation of 2-chloro-6-<4-phenyl benzylamino) purine (9). 

The 2,6-dichloropurine (5.0 g, 26.45 mmol) was suspended in n-butanol (50 ml) and 
the 4-phenylbenzylamine (6.61 g, 29.1 mmol) and triethylamine (4.1 ml, 29.1 mmol) were 
added. The solution was heated at 120°C overnight then cooled. Filtered off product using 
excess n-butanol and washed precipitate with 100 ml 1M HC1 and 200 ml water. The solid 
was dried in vacuum over overnight at 70°C to give the desired product as a pale yellow solid 
Preparation of 2-diethanolamino-6-(4-phenyl benzylamino) purine (10). 



( 
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The 2-chloro-6-(4-phenyl benzylamino) purine (2.0 g, 5.96 mmol) was added together 
with diethanolamine (1 1.4 ml, 1 19.2 mmol) and N-methylpyrrolidinone (10 ml) and heated at 
120°C overnight. The cooled reaction was poured into dichloromethane and washed twice 
with water. The organic layer was dried with anhydrous sodium sulfate and concentrated in 
5 vacuo to give the desired product as a pale green solid which was further dried in vacuum 
oven at 70°C for 2 days. 

Preparation of 2-diethanolammo-6-(4-phenyl benzyIamino>9-methylpurine (11). 

The 2-diethanolamino-6-(4-phenyl benzylamino) purine (0.050 g, 0.124 mmol) was 

dissolved in dry DMF and treated wit sodium hydride, 60% dispersion (5.5 mgs, 0.136 mmol) 
10 for 1 hr. iodomethane (0.009 ml, 0.148 mmol) was added and the resultant solution stirred at 

room temperature overnight. Poured reaction into diethyl ether and washed twice with 

saturated sodium bicarbonate solution before drying over anhydrous sodium sulfate and 

concentrating in vacuo. The residue was chromatographed over silica gel eluting with 5% 

methanol in dichloromethane to give the produce as a white solid. 
15 1 H-NMR(8 > CDC13): 7.55 (m,4H), 7.41 (m, 4H) 7.35(m, 4H), 6.41 (br s, < 1H), 5.10(br s, 

<2H), 4.72 (br s, 2H), 3.86 (m, 4H), 3.74(m, 4H), 3.59(s, 3H). 

Table 5 identified compounds of this invention that were prepared according to the 

synthesis method set forth in this Example. 



Table 6 

Compounds Prepared By The Method of Example 6 



R,'-X 


R2 


R3 


4-phenylbenzylamino 


Methyl 


diethanolamino 


4-phenylbenzy lamino 


Cyclopentyl 


diethanolamino 


4-phenylbenzylammo 


Allyl 


diethanolamino 


4-phenylbenzylamino 


Benzyl 


diethanolamino 


4-phenylbenzylamino 


3-methylbutyl 


diethanolamino \ 






diethanolamino 
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4-phenylbenzylamino 


t-butylacetate 


diethanolamino 


4-phenylbenzylamino 


Methylacetate 


diethanolamino 




^ycioDuiyi 


diethanolamino 


4-phenylbenzylamino 


V Ethyl 


diethanolamino 


4-phenylbenzylamino 


Propyl 


diethanolamino 
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EXAMPLE 7 

Composition of this invention were evaluated in the following assays. 
CPK? assays: 

Compositions of this invention were assayed to determine their CDK2 inhibitory 
activity. The assay system (total volume of 50 contained 50 mM Tris-Cl, 
pH 7.4, 10 mM MgCl 2 , 5 mM DTT, 1 ng of histone HI, 30 yM ATP (1 jiCi of garama 3 ^ 
labeled ATP), 10 \ig of BS A and 1 ng of purified CDK2. After incubation at 30°C for 
30 min, the reaction was terminated by the addition of 10 \il of 10% TCA and the 
samples were blotted onto to nitrocellulose filters. These filters were washed 
extensively in 10% TCA and assayed for radioactivity. Blanks contained no enzyme. 
To ascertain the potency of various compounds of this invention, the compounds were 
added to the above assay at concentrations ranging from 100 to 0.02 |ig/ml. After 
incubation at 30 min., the assay tubes were processed as above. In all assays, 
various concentrations of olomoucine were added and were used as a standard 
positive control. The IC 50 (enzyme) listed in Table 7 is defined as the concentration 
required to inhibit CDK2 activity by 50%. 



WO 00/44750 j ? ( JSOO/01407 

61 

EXAMPLE 8 

Cell Proliferation Assays: 

Early passage rat aortic smooth muscle cells (CV Therapeutics Cell repository) were 
seeded in 48 well dishes (Falcon, ml/well) at a density of 20,000 cells/ml of DME containing 

5 5% heat inactivated bovine serum. The cells were incubated in a standard tissue 
culture incubator for 48 hr. The medium was aspirated and the wells were 
replenished with 0.2 ml of fresh medium. Compounds of this invention were 
added at concentrations ranging from 100 to 0.37 ng/ml. After 48 hr incubation, 
the medium was aspirated and the cultures were treated with 0.2 ml of saline 0.25 

10 ^1 of phenozine methosulfate solution containing MTS (Cell Titer 96* Aqueous 
Non-radioactive cell proliferation assay kit, Catalog # G 5430, Promega, 2800 
Woods Hollow Road, Madison, WI 53711-5399). The IC 50 cells listed in Table 6 is 
defined as the concentration required to inhibit cell proliferation by 50%. 
Olomoucine at various concentrations was added and was used as a standard 

15 positive control. 



TABLE 7 

Bioactivity of Selected Representatives of this Invention 





R2 


R3 


IC ft (Mg/mL) 
enzyme 


IC„ 0ig/mL) 
cells 


benzyiamino 


Me 


Ethanolamino 


7 


70 


4-methoxybenzylamino 


H 


CI 


60 


NA 


4-methoxybenzylamino 


Me 


CI 


6 


>70 


4-methoxybenzylamiiio 


Me 


Ethanolamino 


4 


48 


4-chlorobenzyloxy 


H 


CI 


60 


NA 


4-chlorobenzyloxy 


Me 


CI 


60 


NA 


4-chlorobenzyloxy 


trifluoromethyl 


CI 


>60 


NA 


4-methoxybenzylamino 


isopropyl 


CI 


4 


77 
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R/-X 


R2 


R3 


enzyme 


IC„0iE/mL) 
cells 


4-methoxybenzylamino 


isopropyl 


Ethanolamino 


4 


43 


4-mcthoxybcnzylamino 


Me 


Dicthanol amino 


4 


48 


4-methoxybenzylamino 


2-methylpropyl 


CI 


60 


>70 


ethanolamino 


Me 


Ethanolamino 


>60 


>70 


4-mcthoxybenzylamino 


trifluoromethyl 


CI 


>60 


>70 


4-mcthoxybcnzylamino 


benzyl 


CI 


>60 


>70 


ethanolamino 


H 


Benzylamino 


>60 


NA 


4-mcthoxybcnzylamino 


isopropyl 


Diethanolamino 


0.2 


2.1 


4-methoxybenzylamino 


perfluoroisopropyl 


CI 


>45 


NA 


4-mcthoxybcnzylamino 


perfluoroisopropyl 


Diethanolamino 


40 


NA 


4-methoxybcnzyIamino 


ispropyl 


3-pyrroline 


1 


12.5 


4-mcthoxybcnzylamino 


hydroxyemyl 


Diethanolamino 


0.5 


62 


4-mcthoxybcnzylamino 


isopropyl 


Serinol 


0.4 


15 


4-mcthoxybenzylamino 


isopropyl 


l,3-diamino-2- 
hydroxypropane 


0.6 


25 


4-methoxybenzylamino 


3-cyanopropyl 


CI 


>60 


NA 


4-mcthoxybenzylamino 


3-chloropropyl 


CI 


>60 


NA 


4-methoxybenzylamino 


benzyl 


CI 


>60 


NA 


4-methoxybenzylamino 


Methyl 4- 

rarHnTvH^nyvl 

\»<U L> V A. Jf U 1 


CI 


>60 


NA 


4-mcthoxybenzylamino 


Naphthaloylethyl 


ct 


>60 


NA 


4-chlorobenzylamino 


Trifluoromethyl 


CI 


j 


NA 


4-mcthoxybcnzylamino 


isopropyl 


N-(2-cyanopropyl)- 
N-(3- 
pyridylmethyl)- 
amino 


I 


NA 


4-methoxybenzylaraino 


isopropyl 


2-<hydroxymcthyl)- 
3-mcthylbutan-2- 

am inn 


1 


NA 


4-methoxybenzylamino 


isopropyl 


3- . 
hydroxypiperidino 


1 


NA 


cyclohexylmethylamino 


isopropyl 


CI 


1 


NA 


piperonylamino 


isopropyl 


Diethanolamino 


0.8 


NA 


4-methoxybenzylamino 


isopropyl 


DiisopTopanolamin 

0 


0.8 


NA 



WO 00/44750 



63 



PC 100/01407 





R2 


R3 


IC so 0ig/mL) 
enzyme 


IC„ (ug/mL) 
cells 


anilino 


isopropyl 


CI 


1 


NA 


4-mcthoxybcnzylamino 


isopropyl 


N-benzyl-N-2- 
hydroxyethylamino 


1 


NA 


4-phenylaniIino 


isopropyl 


Diethaoolamino 


0.6 


NA 


4-phcnylbenzyiamino 


isonrnnvl 


Diethanolamino 


0.6 


NA 


4-phenylbenzyIamino 


isopropyl 


3 -amino- 1,2- 
propanediol 


0.6 


NA 


thiophenyl)bcnzylamino 


isopropyl 


Diethannolamino 


0.5 


NA 


4-(4-methylphenyl) 
benzylamino 


isopropyl 


Diethanolamino 


0.6 


NA 


4-{4- 

trifluoromcthylphenyl) 
benzyalmino 


icnnrnnvl 

laopropy i 


Diethanolamino 


0.6 


NA 


4-thiomcthoxy anilino 


isopropyl 




0.6 


NA 


3-(4-nitrilophenyl) 
anilino 


isopropyl 


Diethanolamino 


0.5 


NA 


3-thiomethoxyanilino 


isopropyl 


Diethanolamino 


0.1 


NA 


4-thiomethoxyaniIino 


isopropyl 


Diethanolamino 


0.07 


NA 


3-methoxybenzylamino 


isopropyl 


CI 


0.9 


NA 


•♦-^•pynuiny i j 
- benzylamino 


isopropyl 


Liicinanoiamino 


0.16 


NA 


3 -methoxy benzylamino 


isopropyl 


Diethanolamino 


0.5 


NA 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


Diemanolamino 


0.12 


0.3 


(4- 

Fluorophenyl)raethyla 
mino 


Isopropyl 


Diethanolamino 


0.15 


2.2 


(4- 

Trifluororaethylphenyl) 
methylamino 


Isobutyl 


D iethanolamino 


59 


NA 


(4- 

Trifluoromethylphenyl) 
methylamino 


Isopropyl 


Diethanolamino 


0.56 


NA 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


(S)-2-Amino-3- 
phenylpropylamino 


1.07 


NA 


(4- 

Fhiorophenyl)methyla 
mino 


Isopropyl 


2- 

Ammoethylamino 


0.17 


1.4 


(4- 

Fluorophenyl)methyla 
mino 


Isopropyl 


(D).l- 
Hydroxyrnethyl-2- 
methyl- 
prbpylamino 


0.06 


2.7 


(4-Fluorophenyl) 
methylamino 


Isopropyl 


(L)-i- 

Hydroxymcthyl-2- 


0.19 


NA 
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R,»-X 


R2 


R3 


IC M (pg/mL) 
enzyme 


1C„ (ug/mL) 
cell* 






methyl- 
propylamino 






(4- 

Chlorophcnyl)methyla 
mino 


Isopropyl 


(pyu 

Hydroxymethyl-2- 
mcthyl- 
propylamino 


0.19 


NA 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


(L)-l- 
Hydroxymethyl-2- 

metnyl- 
propylamino 


0.05 


NA 


(4- 

Chlorophcnyl)methyla 
mino 


Isopropyl 


2-Hydroxy-2- 
phenyl-emylamino 


0.08 


>5 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


2-Amino-Nl-(2- 
hydroxyethyl)ethyl 
amino 


0.07 


0.2 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


2-Aniino-N2-(2- \ 
hydroxyethyl)cthyl 
amino 


2.02 


NA 


(4- 

Chlorophenytymethyla 
mino 


Isopropyl 


(S)-2-Phenyl-l- 
carboxamido 
cthylamino 


1.07 


NA 


(4- 

Chlorophenyl)mcthyIa 
mino 


Isopropyl 


2-Amino-N2-{2- 
hydroxyethyl>Nl- 
(hydroxycthyl)ethy 
lamino 


0.43 


NA 


(4- 

Sulfonamidophenyl)me 
thylamino 


Isopropyl 


2- 

Aminocthylamino 


9 


NA 


(4- 

Fluorophenyl)methyla 
mino 


2-Oxo-3-butyl 


Diethanolaxnino 


11 


NA 


(4- 

Chlorophenyl)methyla 
mino 


2-Oxo-3-butyl 


Diethanolamino 


37 


NA 


(4- 

Chiorophenyl)methyla 
mino 


Isopropyl 


2- 

Ammoethylamino 


0.35 


0.1 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


3- 

Aminopropylamino 


1.0 


NA 


(4- 

Chlorophcnyl)mcthyla 
mino 


Isopropyl 

- 


5- 

Aminopentylamino 


31 


NA 


(4- 

Chlorophcnyl)mcthyla 
mino 


Isopropyl 


2-Amino-2-mcthyl- 
c thylamino 


0.05 


A 1 

(M 


(4- 

Chlorophcnyl)methyla 
mino 


Isopropyl 


(SK+)-i- 

(Hydroxymethyl)pr 
opvlamino 


0.17 


NA 


(4- 

Chlorophenyl)methyla 


Isopropyi 


(RM-H- 

(Hvdroxymethyl)pr 


0.18 


NA 
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R2 


R3 


IC M (pg/mL) 
enzyme 


IC n 0ig/mL) 
cells 


mino 




opylamino 






(4- 

Chiorophenyl)methyla 
mino 


Isopropyl 


(SH+M- 

(Hydroxymethyl)et 
hylamino 


0.26 


NA 


(4- 

CMorophenyl)mcthyla 
mino 


Isopropyl 


(RM-M- 
(Hydroxymcthyl)ct 
hylamino 


035 


NA 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


(SM+)-2- 

Hydroxypropylami 
no 


0.38 


NA 


(4- 

Chlorophenyl)methyla 
mino 


Isopropyl 


Hydroxypropylami 
no 


0.43 


NA 


(4- 

Fluorophenyl)methyla 
mino 


Isopropyl 


2 -Amino- 
propylamino 


0.48 


NA 


(4- 

Fluorophenyl)methyla 
mino 


Isopropyl 


(SH2- 
Tetrahydromranyl) 
memylamino 


0.63 


NA 


(4- 

Fluorophenyl)methyla 
mino 


Isopropyl 


(RH2- 
Tetrahydrofuranyl) 
methylamino 


0.58 


NA 


(4- 

Fluorophenyl)methyla 
mino 


Isopropyl 


2-Hydroxy-l- 
methylemylamino 


0.18 


NA 


(4- 

Fluorophcnyl)methyla 
mino 


Isopropyl 


(S)-2-Hydroxy-2- 
methylethylamino 


0.22 


NA 


(4- 

Fluorophenyl)methyla 
mino 


Isopropyl 


(R>2-Hydroxy-2- 
methylcthylamino 


0.23 


>5 


(4- 

Fluorophenyl)methyla 
mino 


Isopropyl 


1- 

Hydroxymethylpro 
pylamino 


0.11 


2.4 



The inhibition of cell proliferation properties of the compounds of this invention are 
demonstrated by their ability to inhibit cell proliferation in the range of about 0.05 ^ig/ml to 
100 ng/ml, preferably less than 0.5 |ig/ml. 
5 Similar assays were performed using the following cell lines; P388 - mouse lymphoid 

neoplasm; L1210 - mouse lymphcytic leukemia; Caco2 human colon adenocarcinoma; MCF7 
human breast adenocarcinoma; PupVSMC rat neonatal aortic smooth muscle cells; Ovcar 
human ovarian Carcinoma; Panel human pancreatic adenocarcinoma; and HUVEC human 
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umbilical cord endothelial cells. The inhibitory activity of several compositions of this 
invention against one or more of the cell lines are reported in Tables 8 and 9 below. 

Table 8 



IC, ft (ug/ml)forIn 


libition of Cell Pro 


iferation 


R,X 




r 5 


P 

388 


L 

120 


Caco 
2 


MCF 
7 


Panel 


OvC 
ax 


Pup 
VS 
MC 


HU 
VE 
C 


(4- 

methoxyphcnyl 
)-methylamino 


Isopropyl 


Diethanolamino 


1.5 


2.5 


4.5 


8.0 


10.0 


11.0 


0.5 


3.0 


(4- 

phenylphenyl)a 
mino 


Isopropyl 


Diethanolamino 


1.0 


4.0 


0.5 


4.0 


4.0 


7.0 


1.0 




(4- 

phenylphenyl)- 
methylamino 


Isopropyl 


Diethanolamino 


<1.0 


1.0 


3.5 


1.0 


1.3 


2.0 






(4- 

mcthoxyphcnyl 
)-mcthy!amino 


Isopropyl 


Morpholino 


>5 








5.5 


4.0 






3- 

phcnoxyphenyl 
,3- 

benzyioxyphcn 

y« 


isopropyl 


Diethanolamino 


1.5 






2.0 


2.5 


2.0 







Table 9 







R, 


MRC-5 


PupVSMC 


(4-methoxyphenyl)methylamino 


Isopropyl 


Diethanolamino 


5 


0.4 


(4-Oilorophenyl)tnethylamino 


Isopropyl 


2-Aminoethvlamino 


I 


0.1 


(4-CMorophenyl)-methylaxnino 


Isopropyl 


2- Amino 2- . 
mcthylemylamino 


1 


0.1 


(4-adorophcnyl)-mcthylamiiio 


Isopropyl 


2-Amino-Nl-(2- 
hydroxyemyl)ethylamin 
0 


1 


0.3 


(4-ChlorophenyO-methylamino 


Isopropyl 


Diethanolamino 


3 


0.3 



MRC-5 = Human Fibroblast 
10 PupVSMC = Rat neonatal aortic smooth muscle cells 
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EXAMPLE 8 

Compounda of this invention was evaluated for effectiveness using the Murine 
Leukemia Model. The Murine Leukemia Model is a standard model used in the evaluation of 
antitumor agents. CDF1 mice were injected ip with L1210 cells (lxlO 3 cells/mouse). 
5 Twenty-four hours later, these mice were treated with various doses (ip) of compound 3 of 
Example 1 in saline. The dosing regimen used in this study is outlined in Table 10, below. 
Mice were doseid with compound 3 daily or oh alternate days. Control mice received saline. 
After 7 days, dosing was suspended and survival monitored. 



Table 10 



Treatment 




N 


Median 1 
survival time 
Days 


T/CxlOO 


Saline control 




7 


10 (9-13) 


100 












Compound 3 


0.5 mg/kg bid 


7 


11 (10-15) 


110 




1.0 mg/kg bid 


7 


13 (11-13) 


130 




2 mg/kg bid 


7 


12 (10-14) 


120 




4 mg/kg - days 
1,3,5,7 ' 


7 


13 (10-15) 


130 




8 mg/kg - days 
1,3,5,7 


7 


13 (12-16) 


130 



The results indicate that rats administered compound 3 survived longer than the control rats. 
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EXAMPLE 9 

This example measured the effect of an acute local delivery of compound 3 of 
Example 1 in reducing neointima formation following balloon angioplasty in the rat carotid 
artery model. In this example, the left common carotid arteries of adult male rats (n=10 per 
5 experimental group) were surgically injured using a Fogarty arterial embolectomy catheter. 
Immediately after injury, the common carotid artery was bisected with a vascular clamp, 
thereby establishing an untreated and treated segment. A drug delivery catheter was then 
inserted into the distal half of the common carotid. After drug delivery, the catheter was 
removed and excess drug was washed out by removing the vascular clamp and re-establishing 
10 blood flow before closing the artery. The animals were allowed to recover for 14 days before 
harvesting the common carotid artery. The harvested tissue was sectioned and the neointimal 
area was digitized and measured with a computer planimetery system. For each animal, 15 
measurements were averaged for the untreated segment and 15 for the treated. {2-[(2- 
aminoethyl)amino]-9-( methylethyl)purin-6-yl}[(4^Worophenyl)methyl]amine was 
15 administered at a dose of 5 mg/mL reducing the neointimal area about 90% in comparison to 
the 6% reduction of saline alone. 

The results of this Example are found in Figure 1. According to Figure 1, 
administering compound 3 of Example 1 to a damaged carotid artery reduced the neointimal 
area about 88% in comparison to the 6% reduction produced by the saline vehicle alone. 



WO 00/44750 / PC S00/01407 

69 

EXAMPLE 10 

IkB-cc Kinase Assays: 

Compositions of this invention were assayed to determine their IkB-cc kinase 
inhibitory activity. The human umbilical vein endothelial cell line (HUVEC) used in these 

5 studies was purchased from Clonetics (San Diego, CA) and was maintained in endothelial cell 
growth medium supplemented with 2% fetal bovine serum, lOng/ml human recombinant 
epidermal growth factor, 1 ng/ml hydrocortisone, 50 jig/ml gentamicin, 50 ng/ml 
amphotericin B and 12 p.g/ml bovine brain extract at 37°C in a tissue culture incubator. All 
growth media and supplements were purchased from Clonetics (San Diego, CA). £. coli 

10 lipopolysaccharide (LPS) serotype 01 1 1 :B4 was purchased from Sigma (Saint Louis, Ml). All 
other chemicals were of reagent grade. 

Preparation of cell Lvsate : Monolayers (75 cm 2 ) of HUVEC cells were treated with LPS 
(100 ng/ml) for 5 minutes after which the cell media was rapidly removed and the monolayer 
washed three times with ice cold PBS. The cell layer was scraped into 10 ml PBS and the 

15 cells pelleted by centrifugation (3000 rpm, 5 min, 4°C). Cell lysate was prepared by 
incubating the cell pellet in 0.2 ml lysis buffer (20mM HEPES, pH7.3, 50mM NaCl, lOmM 
MgCl 2 , ImM EDTA, ImM EGTA, ImM sodium orthovanadate, lOmM P-glycerophospate, 
ImM phenylmethylsuifonylfuoride, ImM dithiothreitol, 0.5% Nonidet P-40 for 15 minutes at 
37°C for frequent vortexing. Cell debris was removed from the sample by 

20 microcentrifugation (10,000xg, 15 minutes, 4°C) and the supernatant was "precleared" by the 
addition of 100 ml of a suspension of sepharose 4B in lysis buffer and mixing gently for 1 
hour at 4°C. The speharose 4B beads were removed by microcentrifugation and the 
supernatant aliquotted and stored at 80°C. 
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Solid Phase IkB-q. kinase assav : 1 \ig of GST- IicB-a, corresponding to full length IkB-cc of 
human origin, (Santa Cruz Biotechnology,) was incubated with 20 |il of a 50% slurry of 
glutathione S sepharose 4B (Pharmacia) in reaction buffer (20mM HEPES, pH7.3, lOmM 
MgCl 2 , 15mM p-glycerophosphate, 0.5mM sodium orthovanadate, 0.5mM EGTA) for 30 

5 minutes at room temperature. The GST- IicB-bead complex was the washed three times with 
0.5 ml of reaction buffer by resuspension and microcentrifugation. lOug of HUVEC cell 
lysate protein in 100|al of reaction buffer was then added to the GST- IicB-bead complex and 
the mixture incubated with gentle mixing at 4°C for 1 hour. The bead complex was then 
washed three times with reaction buffer containing 0.2 M NaCl and once with reaction buffer 

10 alone. Finally the bead complex was resuspended in 20jil of reaction buffer containing 5^Ci 
[y- 32 P] ATP (>5000 ci/mmol, New England Nuclear Corp. Boston, MA) and incubated at room 
temperature for 15 minutes. The reaction was terminated by the addition of 10fJ.l of SDS- 
PAGE sample buffer and boiled for 3 minutes before separation by SDS-PAGE (10-20% 
gradient Readygel, BioRad). Following electrophoresis the gel was fixed (50% methanol 

15 10% acetic acid) for 15 minutes, washed three times for 5 minutes each with distilled H 2 0 and 
treated with 5% glycerol for 15 minutes before drying down and exposing to film for 
autoradiography (X-OMAT XAR-5 Kodak). 

In eel kinase assav : IkB-cc isozymes were assayed for activity using a modification of 
previously published methods (11, 19, 20). Briefly duplicate samples of the iKB-glutathione 
20 sepharose 4B bead complex were prepared as described above and were separated by 
electrophoresis through a 12% SDS-PAGE gel which had been polymerised in the presence of 
15 ug/ml GST- IkB-cc. Following electrophoresis the gel was washed gently twice for 30 
minutes each with 50mM Tris-HCI pH8.0, 5mM p-mercaptoethanol; 20% isopropanol to 
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remove SDS. Proteins were then denatured within the gel by incubation for 45 minutes in 
100ml 50mM Tris-HCl pH8.0; 5mM P-mercaptoethanol; 0.04% Tween 40. The gel was then 
cut in half to separate the duplicate samples, one half was incubated in 10 ml reaction buffer 
alone and the other in 10 ml reaction buffer containing lOjig/ml of 2-diethanolamino-6(4- 

5 phenyl anilino)-9-isopropyl purine (compound 6 of Example 2) for 1 hour at room 
temperature which 10^tCi[y- 32 P]ATP was added and the incubations continued for a further 
hour at room temperature. The gels were then subjected to multiple 15 minute washes of 
100ml each 5% trichloroacetic acid containing 1% sodium pyrophosphate until 1 ml of wash 
solution gave close to background radioactivity. The gels were then dried down and exposed 

10 to file for autoradiograhy. 

Preparation of 2>diethanolamino>6^4-DhenvbenzvlaminoV9-isopropvl purine Epqxv activated 
Sepharose 6B Affinity Matrix. Freeze dried epoxy activated Sepharose 6B (Pharmacia LKB, 
Piscataway, NJ) was chosen for the coupling reaction due to its ability to form an ether bond 
between an hydroxyl-containing ligand and the epoxide group on the sepharose. The gel was 

15 swollen according to the manufacturer's instructions, (lOOmg) of compound 6 of Example 2 
was dissolved in 1ml coupling solution (1.2:1 v/v dimethylformamide : 0.1N NaOH) and 
mixed with 0.5ml of swollen gel at pH 10-11 for 72 hours at room temperature with gentle 
agitation. Excess reactive groups were blocked with 1M ethanolamine for 4 hours at 50°C 
and the gel slurry was poured into 1 ml syringe column. The resin was activated with three 

20 alternating cycles of twenty column volumes each of pH 4.0 (0.1M acetate, 0.5M NaCl) and 
pH 8.0 (0.1M Tris-HCl, 0.5M NaCl) buffers followed by twenty column volumes of reaction 
buffer (20mM HEPES, pH7.3, lOmM MgCl 2 , 15mM P-glycerophophate, 0.5mM sodium 
orthovanadate, 0.5mM EGTA). The column was stored at 4°C in reaction buffer containing 
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0.5% sodium azide and regenerated prior to each use with alternating cycles of low and high 
pH as described above. 

Activated HUVEC cell lysate (SOO^g protein in 1ml reaction buffer) was passed over 
the CVT-1545 sepharose matrix sequentially five times and the flow through was saved 
5 (unbound material). The matrix was then washed three times with 1ml of reaction buffer 
(wash 1-3) then three times each with reaction buffer containing 0.5M NaCl (eluate 1-3). 
Aliquots (20|j.i from 1ml) of each sample were assayed for their ability to phosphorylate at 
GST- iKB-sepharose bead complex and analyzed by SDS-PAGE as described above. 
Assay of affinity enriched IkB-cc kinase . The bulked 0.5 M NaCl eluates from the affinity 
10 matrix were used as the source of enzyme for development of an IicB-a kinase filter assay. 
Each reaction contained affinity enriched IkB-<x kinase (l^ig protein), lOng GST IxB-a kinase 
and 0.5nCi[y- 32 P]ATP (>5000 Ci/mmol, New England Nuclear Corp, Boston, MA) in 20^ 
reaction buffer. The reaction was incubated for 15 minutes at room temperature and was 
terminated by the addition of 2^1 0.5M EDTA. Reaction mixtures were blotted onto 
15 phosphocellulose disks (Gibco BRL Life Technologies, Gaithersburg, MD) and the filters 
washed three times with 0.1 5M phosphoric acid with gentle shaking for 15 minutes (up to ten 
filters were washed with 300 ml of 0.15M phosphoric acid.) Following a third wash the filters 
were air dried, added to scintillation fluid and assayed by liquid scintillation spectrometry. 
Electrophoretic Mobility Shift Assay : Nuclear extracts were prepared using a high-salt buffer 
20 extraction procedure. 10 pmol of double stranded NF-kB consenses oligonucleotide (5'- 
AGTTGAGGGGACTTTCCCAGGC-3') )Promega) was 5' end labeled with SjiCi [y- 32 P]ATP 
(>5000 Ci/mmol, New England Nuclear Corp, Boston, MA) by incubaton with T4 
polynucleotide kinase for 1 hr at 37°C Unincorporated nucleotides were removed by pasing 
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the reaction mixture over lml Sephadex G-5-spin column. Binding assays were performed at 
room temperature for 1 hr and consisted of lOyg nuclear extract protein, lug salmon sperm 
DNA, and 5x10 4 cpm of "P labeled consensus of oligonucleotide in the presence and absence 
of fifty fold unlabeled oligonucleotide. DNA-protein complexes were resolved by 8% non 
5 denaturing polyacrylamide gel electrophoresis, the gels were dried onto filter paper and 
visualized by autoradiography. 



Table 11 

Enzyme Activity of Selected Representatives of this Invention 



iV-x 


R2 


R3 


IC50(^M) 
enzyme 


4-phenylbenzylamino 


Isopropyl 


Diethanolamino 


1.1 


4-phenylbenzylamino 


Isopropyl 


Diethylamino 


>2.4 


4-phenylbenzylamino 


Isopropyl 


Ethanolamino 


2.5 


4-bromoanilino 


Isopropyl 


Diethanolamino 


14 


4-(3-methoxphenyl) 
benzylamino 


Isopropyl 


Diethanolamino 


>10 


4-(4-methoxphenyl) 
benzylamino 


Isopropyl 


Diethanolamino 


11 


3-(4-nitrilophenyl) 
anilino 


Isopropyl 


Diethanolamino 


2.2 


4-thiomethoxyanilino 


Isopropyl 


Diethanolamino 


12.4 


4-(2-pyridinyl) 
benzylamino 


Isopropyl 


Diethanolamino 


4.5 




wherein R, is halogen or R',OC wherein X = NH, 0, S, S(OJ. 

R\ is aikyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl, and 
alkynyl, each having one to 20 carbon atoms, which aikyl, heterocyclyl, aryl, heteroaryl, 
aralkyl, heteroarylalkyl, alkenyl, and alkynyl, are optionally substituted with from 1 to 3 
substituents independently selected from the group consisting of halo, aryl, CF 3 , heteroaryl, 
heterocyclyl, R 22 , SR 20 , S(0)R 21 , S0 2 R 2 \ SO 2 NR 20 R u , SO 2 NR 20 COR 2 \ SO^CONR 2 ^ 23 , 
SO 2 NR 20 CO 2 R 21 , NR 2 ^ 23 , NR 20 COR 2 \ NR^COjR 21 , NR^CONR 2 ^ 23 , N^CCNR^NHR 23 , 
NR ao S0 2 R 21 , OR 20 , OCONR 2 ^ 23 , OCONR^SO^ 21 , OCONR 2 ^ 23 , CN, C0 2 R 20 , CONR 2 ^ 23 , 
CONR 20 SO 2 R 21 and COR 20 ; 

Rj is a hydrogen or hydrocarbon selected from the group aikyl, heterocyclyl, aryl, 
heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl, each having one to 20 carbon atoms, 
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which alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl.are 
optionally substituted with from 1 to 3 substituents independently selected from the group 
consisting of halo, aryl, heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 2 \ SO^R 21 , SOjNR 2 ^ 23 , 
SC^NR^COR 21 , SO.NR^CONR 2 ^ 23 , SO 2 NR 20 CO 2 R 21 , NR 20 R", NR^COR 21 , NR^COjR 21 , 
NR^CONR 2 ^ 23 , NCR^CCNR^NHR 23 , NR^SOjR 21 , OR 20 , OCONR 2 ^ 23 , OCONR M S0 2 R 21 , 
OCONR 2 ^ 23 , CN, C0 2 R 20 , CONR 2 ^ 23 , CONR^SO.R 21 and COR 20 ; 

R 3 is a halogen, hydroxyl, thio, alkoxy, alkylthio, alkyl, -NR^ or a component 
having the formula: 



where m=l-3, n=l-3, o=l,3, y=carbonyl, -NR^Rj, hydroxyl, thiol, alkoxy, alkylthiol; 

R 4 and R 5 are each independently hydrogen, OR 20 , NRjoRjj, or a hydrocarbon selected 
from the group including alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, 
alkenyl,and alkynyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, 
aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl,are optionally substituted with 
from 1 to 3 substituents independently selected from the group consisting of halo, aryl, 



heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 2 \ S0 2 R 21 , SOjNR 2 ^ 23 , SC^NR^COR 21 , 
SO 2 NR 20 CONR 20 R 23 , SO.NR^CO.R 21 , NR 2 ^ 23 , NR 20 COR 2 \ NR 20 CO 2 R 21 , NR^CONR 2 ^ 23 , 
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N(R 20 )C(NR 20 )NHR 23 , NR 20 S0 2 R 21 , OR 20 , OCONR^R 23 , OCONR^SOjR 21 , OCONR 2 ^ 23 , CN, 
C0 2 R 20 , CONR 20 R 23 , CONR 20 SO 2 R 21 and COR 20 ; with the proviso that when Y is carbonyl, 
Y and R\ together may be a single oxygen atom, R*" and Rj" together may be a single 
oxygen atom, R/" and R 5 "' may together be a single oxygen atom, and wherein when R 3 is 2- 
5 hydroxyethylamino and R 2 is methyl, R/-X is not amino, 3-methyl-2-butenylamino, 
benzylamino, or m-hydroxybenzylamino, when R 3 is not 2-hydroxyethylamino, when R^ is 
isopropyl, R,'-X is not benzylamino, m-hydroxybenzylamino, or 3-methylbutylamino, when 
R 3 is 2-hydroxyethylamino and R 2 is 2-hydroxyethyl, R,'-X is not benzylamino and when R 3 
is selected from the group;- consisting of 2-methyi-2-hydroxypropylamino, and 2- 
10 dimethylaminoethylamino, and when R 2 is methyl, then R,*-X is not benzylamino; 

R 20 is a member selected from the group consisting of H, C M$ alkyl, C^s alkenyl, C 2 _ 15 
alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, alkynyl, heterocyclyl, aryl, 
and heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl amide, CN, 0-C w alkyl, CF 3 , 
1 5 aryl, and heteroaryl; 

R 21 is a member selected from the group consisting of C M5 alkyl, C 2 . l5 alkenyl, 
15 alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, alkynyl, aryl, heterocyclyl, 
and heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group of halo, heterocyclyl, aryl, heteroaryl, CF 3 , CN, OR 20 , SR 20 , N(R 20 ) 2 , S^R 22 , 
20 S0 2 R 22 , SO 2 N(R 20 ) 2 , SO 2 NR 20 COR 22 , SO 2 NR 20 CO 2 R 22 , SO 2 NR 20 CON(R*^, N(R 20 ) 2 
NR^COR 22 , NR 20 CO 2 R 22 , NR 20 CON(R 2O ) 2 , NR^CCNR^NHR 23 , COR 20 , COjR 20 , CON(R 20 ) 2 , 
CONR 20 SO 2 R 22 , NR^SO.R 22 , SO 2 NR 20 CO 2 R 22 , OR 20 , OCONR^SOjR 22 , OC(0)R 2 °, 
C(0)0CH 2 0C(0)R 20 , and OCON(R 20 ) 2 , and each optional heteroaryl, aryl, and heterocyclyl 



WO 00/44750 PCT/T ' ' 1/01407 

77 

substituent is optionally substituted with halo, alkyl, CF 3 , amino, mono- or di- alkylamino, 
alkyl or aryl or heteroaryl amide, NCOR 22 , NR^SOjR 22 , COR 20 , C0 2 R M , CONfR 20 ),, 
NR^CONCR 20 ),, OC(0)R 2 °, OC(O)N(R 20 ) 2 , SR 20 , S(0)R n , SOjR 22 , SO 2 N(R 20 ) 2 , CN, or OR 20 ; 

R 22 is a member selected from the group consisting of C M5 alkyl, C 2 . l5 alkenyl, Cj.,, 
5 alkynyl, heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, alkynyl, heterocyclyl, aryl, 
and heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl amide, CN, O-C,^ alkyl, CF 3 , 
aryl, and heteroaryl; and 

R 23 isR 21 orH. 

10 2. A 2,6,9-trisubstituted purine composition of claim 1 wherein: 

R\ is a alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl, 
each having one to 20 carbon atoms, which alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, 
heteroarylalkyl, alkenyl,and alkynyl,are optionally substituted with from 1 to 3 substituents 
independently selected from the group consisting of halo, CF 3 , aryl, heteroaryl, heterocyclyl, 

15 R 22 , SR 20 , S(0)R 21 , S0 2 R 2 \ SOjNR^R 23 , NR 2 ^ 23 , NR 20 COR 2 ', NR 20 CO 2 R 21 , NR^CONR 2 ^ 23 , 
NR^SOzR 21 , OR 20 , CN, C0 2 R M , CONR 2 ^ 23 , and COR 20 ; 

R 2 is a hydrogen or hydrocarbon selected from the group substituted alkyl, heterocyclyl, 
aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl, each having one to 20 carbon 
atoms, which alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and 

20 alkynyl,are optionally substituted with from 1 to 3 substituents independently selected from 
the group consisting of halo, aryl, heteroaryl, heterocyclyl R 22 , SR 20 , S(0)R 21 , S0 2 R 2 \ 
SO 2 NR 20 R 23 , NR 20 R 2 \ NR 20 COR 21 , NR 20 C0 2 R 21 , NR^CONR 2 ^ 23 , NR 20 SO 2 R 21 , OR 20 , CN, 
C0 2 R 20 , CONR 20 R 23 , and COR 20 ; 
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R< and R 3 are each independently hydrogen, OR M) HR^ot a hydrocarbon selected fiom 
the group including alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroaiylalkyl, 
alkenyl,and alkynyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, 
aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl,are optionally substituted with 
from 1 to 3 substituents independently selected from the group consisting of halo, aryl, 
heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 2 \ S0 2 R 21 , SO 2 NR 20 R 2 \ NR^R 23 , NR 20 COR 21 , 
NR 20 CO 2 R 2! , NR^CONR 2 ^ 23 , NR 20 SO 2 R 2 \ OR 20 , CN, C0 2 R 20 , CONR 2 ^ 23 , and COR 20 ; 

R 20 is a member selected from the group consisting of H, C,. 8 alkyl, C 2 . B alkenyl, C 2 . 
15 heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, heterocyclyl, aryl, and heteroaryl 
are optionally substituted with 1 to 3 substituents independently selected from halo, alkyl, 
mono- or dialkylamino, alkyl or aryl or heteroaryl amide, CN, 0-C M alkyl, CF 3 , aryl, and 
heteroaryl; 

R 21 is a member selected from the group consisting of C,. 8 alkyl, C 2 . 8 alkenyl, 
heterocyclyl, aryl, and heteroaryl, which alkyl, alkenyl, aryl, heterocyclyl, and heteroaryl are 
optionally substituted with 1 to 3 substituents independently selected from the group of halo, 
heterocyclyl, aryl, heteroaryl, CF 3 , CN, OR 20 , SR 20 , N(R 20 ) 2 , S(0)R 22 , S0 2 R 22 , SO 2 N(R 20 ) 2 , 
SO 2 NR 20 COR 22 , SO 2 NR 20 CO 2 R 22 , SO 2 NR 20 CON(R 2O ) 2 , N(R 20 ) 2 NR 20 COR 22 , NR^CO.R 22 , 
NR 20 CON(R 20 ) 2 , NR 20 C(NR 20 )NHR 23 , COR 20 , C0 2 R 20 , CON(R 20 ) 2 , CONR^SO.R 22 , 
NR^SO.R 22 , SO 2 NR 20 CO 2 R 22 , OR 20 , OCONR^SO.R 22 , OC(0)R 2 °, C(0)OCH 2 OC(0)R 20 , and 
OCON(R 20 ) 2 , and each optional heteroaryl, aryl, and heterocyclyl substituent is optionally 
substituted with halo, alkyl, CF 3 , amino, mono- or di- alkylamino, alkyl or aryl or heteroaryl 
amide, NCOR 22 , NR 20 SO 2 R 22 , COR 20 , C0 2 R 20 , CON(R 20 ) 2 , NR 20 CON(R 2O ) 2 , OC(0)R 20 , 
OC(O)N(R 20 ) 2 , SR 20 , S(0)R u y SOjR 22 , SO.NfR 20 ),, CN, or OR 20 ; and 
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R 22 is a member selected from the group consisting of C,_ 8 alkyl, C M alkenyl, heterocyclyl, 
aryl, and heteroaryl, which alkyl, alkenyl, heterocyclyl, aryl, and heteroaryl are optionally 
substituted with 1 to 3 substituents independently selected from halo, alkyl, mono- or 
dialkylamino, alkyl or aryl or heteroaryl amide, CN, 0-C,_« alkyl, CF 3 , aryl, and heteroaryl. 
5 3. A 2,6,9-trisubstituted purine composition of claim 1 wherein: 

R', is alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl, 
each having one to 20 carbon atoms, which alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, 
heteroarylalkyl, alkenyl,and alkynyl,are optionally substituted with from 1 to 3 substituents 
independently selected from the group consisting of halo, CF 3 , aryl, heteroaryl, heterocyclyl, 
10 R 22 , SR 20 , S(0)R 21 , S0 2 R 21 , SOjNR 2 ^ 23 , NR 2 ^ 23 , NR 20 COR 21 , NR 20 CO 2 R 2! , NR 20 SO 2 R 21 , 
OR 20 , CN, C0 2 R 20 , CONR 20 R 23 , and COR 20 ; 

R 2 is a hydrogen or hydrocarbon selected from the group including alkyl, heterocyclyl, 
and aryl, each having one to 10 carbon atoms, which alkyl, heterocyclyl, aryl.are optionally 
substituted with from 1 to 3 substituents independently selected from the group consisting of 
15 halo, aryl, heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 21 , SOjR 21 , SO.NR 2 ^ 23 , NR 2 ^ 23 , 
NR 20 COR 21 , NR 20 CO 2 R 21 , NR 20 SO 2 R 21 , OR 20 , CN, CO^ 20 , CONR^R 23 , and COR 20 ; 

R 4 and R 5 are each independently hydrogen, OR*,, NR^R^, or a hydrocarbon selected 
from the group including alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, alkenyl,and 
alkynyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, heteroaryl, 
20 aralkyl, alkenyl,and alkynyl,are optionally substituted with from 1 to 3 substituents 
independently selected from the group consisting of halo, aryl, heteroaryl, heterocyclyl, R 22 , 
SR 20 , S(0)R 2 \ S0 2 R 2 \ SO.NR 2 ^ 23 , NR 20 R 2 \ NR^COR 21 , NR^COjR 21 , NR^SO.R 21 , OR 20 , 
CN, C0 2 R 20 , CONR 20 R 23 , and COR 20 ; 
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R 20 is a member selected from the group consisting of H, C M alkyl, aryl, and heteroaryl, 
which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl 
amide, CN, O-C^ alkyl, CF 3 ; 
5 R 21 is a member selected from the group consisting of C,^ alkyl, aryl, and heteroaryl, 
which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 2 substituents 
independently selected from the group of halo, CF 3 , CN, OR 20 , SR 20 , N(R 20 ) 2 , S^R 22 , SOjR 22 , 
SO 2 N(R 20 ) 2 , NR 20 CO 2 R 22 , NR^CONCR 20 )* COR 20 , C0 2 R 20 , CON(R 20 ) 2 , NR^SOjR 22 , OR 20 ; and 
R 22 is a member selected from the group consisting of C,. 8 alkyl, aryl, and heteroaryl, 
10 which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl 
amide, CN, O-C,.* alkyl, CF 3> aryl, and heteroaryl. 

4. A 2,6,9-trisubstituted purine composition of claim 1 wherein: 

R\ is a alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, alkenyl,and alkynyl, 
15 each having one to 20- carbon atoms, which alkyl, heterocyclyl, aryl, heteroaryl, aralkyl, 
heteroarylalkyl, alkenyl,and alkynyl,are optionally with from 1 to 2 substituents 
independently selected from the group consisting of halo, CF 3 „ aryl, R 22 , SR 20 , S(0)R 2 \ 
S0 2 R 21 , SO 2 NR 20 R 2 \ NR 20 R 2 \ NR 20 COR 2 \ NR 20 CO 2 R 21 , NR^SOjR 21 , OR 20 , CN, C0 2 R 20 , and 
CONR 20 R 23 ; 

20 R^ is a hydrogen or hydrocarbon selected from the group alkyl, heterocyclyl, and aryl, 
each having one to 10 carbon atoms , which alkyl, heterocyclyl, aryl, are optionally 
substituted with from 1 to 2 substituents independently selected from the group consisting of 
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halo, aryl, heteroaryl, heterocyclyl, R 22 , SR 20 , S(0)R 2 \ S0 2 R 2! , SOjNR 2 ^ 23 , NR 20 R S , 
NR^COR 21 , NR 20 CO 2 R 2 \ NR^R 2 ', OR 20 , CN, C0 2 R 20 , CONR 2 ^ 23 , and COR 20 ; 

R< and R5 are each independently hydrogen, or a hydrocarbon selected from the group 
including alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, alkenyl,and alkynyl, each having 

5 one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, alkenyl,and 
alkynyl,are optionally substituted with from 1 to 2 substituents independently selected from 
the group consisting of halo, aryl, R 22 , SR 20 , S(0)R 21 , S0 2 R 2 \ SQjNR^R 23 , NR 2 ^ 23 , 
NR 20 COR 21 , NR 20 CO 2 R 21 , NR 20 SO 2 R 21 , OR 20 , CN, CO.R 20 , and CONR^R 23 ; 

R 20 is a member selected from the group consisting of H, C,. g alkyl, aryl, and 

10 heteroaryl, which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl 
amide, CN, O-C^ alkyl, CF 3 ; 

R 21 is a member selected from the group consisting of C,. 8 alkyl, aryl, and 
heteroaryl, which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 2 substituents 

15 independently selected from the group of halo, CF 3 , CN, OR 20 , SR 20 , N(R 20 ) 2 , S(0)R u , S0 2 R 22 , 
SO 2 N(R 20 ) 2 , NR 20 CO 2 R 22 , NR 20 CON(R 2o ) 2 , COR 20 , C0 2 R 20 , CON(R 20 ) 2 , NR^SO^ 22 , OR 20 ; and 
R 22 is a member selected from the group consisting of C,_ 8 alkyl, aryl, and 
heteroaryl, which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl or heteroaryl 

20 amide, CN, O-C,^ alkyl, CF 3 , aryl, and heteroaryl. 

5. The 2,6,9-trisubstituted purine composition of claim 1 wherein X=NH. 

6. The 2,6,9-trisubstituted purine composition of claim 1 wherein R 3 is a component 
having the formula: 
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where m=l-3, n=l-3, 0=1,3, y=carbonyl, -NR^, hydroxy!, thiol, alkoxy, alkylthiol with the 
provisos that when Y is carbonyl, Y and R\ together may be a single oxygen atom, R<" and 
may together be a single oxygen atom, RT and R"' may together be a single oxygen 
5 atom; and 

R, and R, are each independently hydrogen, or a hydrocarbon selected from the group 
including alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, alkenyl,and alkynyl, each having 
one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, alkenyl,and 
alkynyl,are optionally substituted with from 1 to 2 substituents independently selected from 
10 the group consisting of halo, aryl, R 22 , SR 20 , S(0)R 21 , S0 2 R 2t , SO 2 NR 20 R 2 \ NR 20 R 2 \ 
NR 20 COR 21 , NR 20 CO 2 R 2! , NR 20 SO 2 R 21 , OR 20 , CN, C0 2 R 20 , and CONR 20 R 23 . 

7. The 2,6,9-trisubstituted purine composition of claim 3 wherein R x ' is selected 
from the group consisting of aralkyl and heteroarylalkyl. 

8. The 2,6,9-trisubstituted purine composition of claim 7 wherein R,' is selected 
15 from the group consisting of aralkyl, unsubstituted pyridylalkyl and substituted pyridylalkyl 

and wherein R^ is selected from the group consisting of lower alkyl, substituted lower alkyl, 
and alkyl cycloalkyl. 
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9. A 2,6,9-trisubstituted purine composition of claim 5 wherein: 

R\ is an aryl, heteroaryl, heterocyclyl, aralkyl, heteroarylalkyl, each having one to 20 
carbon atoms, which aryl, heteroaryl, heterocyclyl, aralkyl, heteroarylalkyl, are optionally 
substituted with from 1 to 2 substituents independently selected from the group consisting of 
halo, CF 3 , aryl, R 22 , SR 20 , S(0)R 2 \ SO^ 21 , SO.NR 2 ^ 23 , NR 20 R* NR^COR 21 , NR 20 CO 2 R 21 , 
NR 20 SO 2 R 21 , OR 20 , CN, CC^R 20 , and CONR 2 ^ 23 ; 

R 2 is a hydrogen or hydrocarbon selected from the group substituted lower alkyl, 
substituted alkyl, cycloalkyl, substituted cycloalkyl each having one to 10 carbon atoms 
wherein substitution includes, optional substitution with from 1 to 2 substituents 
independently selected from the group consisting of halo, R 22 , SR 20 , S(0)R 21 , S0 2 R 21 , NR 20 R M , 
OR 20 , andCN; 

R 4 and R 5 are each independently hydrogen, or a hydrocarbon selected from the group 
including alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, alkenyl,and alkynyl, each having 
one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, alkenyl,and 
alkynyl,are optionally substituted with from 1 to 2 substituents independently selected from 
the group consisting of halo, aryl, R 22 , SR 20 , NR^R 23 , NR 20 COR 21 , NR^CO.R 21 , NR 20 SO 2 R 2 \ 
OR 20 , CN, C0 2 R 20 , and CONR 2 ^ 23 ; 

R 20 is a member selected from the group consisting of H, C,. 8 alkyl, which alkyl is 
optionally substituted with 1 to 2 substituents independently selected from halo, alkyl, mono- 
or dialkylamino, alkyl or CN, 0-C M alkyl, CF 3 ; 

R 21 is a member selected from the group consisting of C, 4 alkyl, which alkyl is 
optionally substituted with 1 to 2 substituents independently selected from the group of halo, 
CF 3 , CN, OR 20 , SR 20 , N(R 20 ) 2 ; and 
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R 22 is a member selected from the group consisting of C t . 3 alkyl, aryl, heteroaryl 
which alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents 
independently selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl, CN, 0-C w 
alkyl, CF 3 . 

5 10. The 2,6,9-trisubstituted purine composition of claim 3 wherein R,* is selected 

from the group consisting of aryl, heterocyclyl, heteroaryl, substituted heteroaryl, and 
substituted aryl. 

11. The 2,6,9-trisubstituted purine composition of claim 3 wherein R,' is selected 
from the group consisting of aryl, unsubstituted pyridyl, substituted pyridyl, and substituted 

10 aryl, and ^ is selected from the group consisting of alkyl, substituted alkyl. 

12. The 2,6,9-trisubstituted purine composition of claim 2 wherein R 3 is -NR^ 
wherein R 4 and R 5 are each selected from the group consisting of hydrogen, alkyl, 
heterocyclyl, acyl, aryl, heteroaryl, aralkyl, heteroaralkyl, alkyl alkenyl, alkyl alkynyl, each 
having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, heteroaryl, aralkyl, 

15 heteroarylalkyl,are optionally substituted with from 1 to 3 substituents independently selected 
from the group consisting of halo, aryl, heteroaryl,heterocyclyl, R 22 , SR 20 , S(0)R 21 , S0 2 R 2 \ 
SO.NR 2 ^ 23 , NR 2 ^ 23 , NR 20 COR 2 \ NR 20 CO^ 21 , NR 20 CONR 2O R 2 \ NR^SOjR 21 , OR 20 , CN, 
C0 2 R 20 , CONR 2 ^ 23 , and COR^. 

13. A 2,6,9-trisubstituted purine composition of claim 12 wherein: 

20 R', is an aryl, substituted aryl, each having 6 carbon atoms wherein substitution includes 
optional substitution with from 1 to 2 substituents independently selected from the group 
consisting of halo, CF 3 , aryl, R 22 , NR 20 R U , NR 20 COR 21 , OR 20 , CN; 
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R 2 is a hydrogen or hydrocarbon selected from the group substituted lower alkyl, 
cycloalkyl, substituted cycloalkyl each having one to 6 carbon atoms wherein substitution 
includes optional substitution with from 1 to 2 substituents independently selected from the 
group consisting of halo, R 22 , NR 2 ^ 23 , OR 20 ; 
5 R 4 and R, are each independently hydrogen, or a hydrocarbon selected from the group 
including alkyl, and heterocyclyl wherein each hydrocarbon has from 1 to 12 carbon atoms, 
which alkyl, and heterocyclyl are optionally substituted with from 1 to 2 substituents 
independently selected from the group consisting of halo, R 22 , SR 20 , OR 20 jNR 2 ^ 23 , CN, 
COjR^andCONR 2 ^ 23 ; 
10 R 20 is a member selected from the group consisting of H, C,. 8 alkyl; 

R 21 is a member selected from the group consisting of C,_ 3 alkyl, which alkyl is optionally 
substituted with 1 to 2 substituents independently selected from the group of halo, CF 3 , CN, 
OR 20 , SR 20 , NCR 20 )^ and 

R 22 is a member selected from the group consisting of C,. 3 alkyl, aryl, heteroaryl which 
15 alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents independently 
selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl, CN, 0-C M alkyl, CF 3 . 

14. A 2,6,9-trisubstituted purine composition of claim 12 wherein: 

R', is an aryl, substituted aryl, each having 6 carbon atoms wherein substitution includes 
optional substitution with from 1 to 2 substituents independently selected from the group 
20 consisting of halo, CF 3 , R 22 , OR 20 , CN; 

R 2 is isopropyl; 

R< and Rj are each independently hydrogen, or a hydrocarbon selected from the group 
including alkyl, and heterocyclyl wherein each hydrocarbon has from 1 to 12 carbon atoms, 



WO 00/44750 ; PCi/oiOO/01407 

86 

which alkyl, and heterocyclyl are optionally substituted with from 1 substituent 
independently selected from the group consisting of R 22 , OR 20 , NR 2 ^ 22 ; 

R 20 is a member selected from the group consisting of H, C,. 2 alkyl; 

R 2 ' is a member selected from the group consisting of C 10 alkyl; 
5 R 22 is a member selected from the group consisting of C,.,alkyl, aryl, which alkyl, aryl, 
are optionally substituted with 1 substituent independently selected from halo, alkyl, mono- 
or dialkylamino, CN, CF 3 ; and 

R" isR 21 orH. 

15. A 2,6,9-trisubstituted purine composition of claim 1 2 wherein: 
10 R\ is an aralkyl, substituted aralkyl, each having 6-8 carbon atoms wherein substitution 
includes optional substitution with from 1 to 2 substituents independently selected from the 
group consisting of halo, CF 3 , aryl, R 22 , NR 2 ^ 25 , NR 20 COR 21 , OR 20 , CN; 

R, is a hydrogen or hydrocarbon selected from the group substituted alkyl, cycloalkyl, 
substituted cycloalkyl each having one to 6 carbon atoms wherein substitution includes 
15 optional substitution wijh from 1 substituent independently selected from the group 

consisting of halo, R 22 , NR^R 23 , OR 20 ; 

R, and R, are each independently hydrogen, or a hydrocarbon selected from the group 
including alkyl and heterocyclyl wherein each hydrocarbon has from 1 to 12 carbon atoms, 
which alkyl and heterocyclyl are optionally substituted with from 1 to 2 substituents 
20 independently selected from the group consisting of halo, R 22 , SR 20 , OR 20 .NR 2 ^ 23 , CN, 
COjR^andCONR 2 ^ 2 ; 

R 20 is a member selected from the group consisting of H, C^alkyl; 
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R 21 is a member selected from the group consisting of C t _ 3 alkyl, which alkyl is optionally 
substituted with 1 to 2 substituents independently selected from the group of halo, CF 3 , CN, 
OR^SR^Nfll^and 

R 22 is a member selected from the group consisting of C,. 3 alkyl, aiyl, heteroaryl which 
5 alkyl, aryl, and heteroaryl are optionally substituted with 1 to 3 substituents independently 
selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl, CN, O-C,^ alkyl, CF 3 . 
16. -A 2,6,9-trisubstituted purine composition of claim 12 wherein: 
R', is -CH 2 -phenyl wherein the phenyl ring is optionally substituted with from 1 to 2 
substituents independently selected from the group consisting of halo, CF 3 , R 22 , OR 20 , CN; 
10 R 2 is isopropyl; 

R< and Rj are each independently hydrogen, or a hydrocarbon selected from the group 
including alkyl, and heterocyclyl wherein each hydrocarbon has from 1 to 12 carbon atoms, 
which alkyl, and heterocyclyl are optionally substituted with from 1 to 2 substituents 
independently selected from the group consisting of R 22 , OR 20 , NR 2 ^ 23 ; 
15 R 20 is a member selected from the group consisting of H, C^alkyl; 
R 21 is a member selected from the group consisting of C,. 3 alkyl; 
R 22 is a member selected from the group consisting of C,. 3 alkyl, aryl, which alkyl, aryl, 
are optionally substituted with 1 substituent independently selected from halo, alkyl, mono- 
or dialkylamino, CN, CF 3 ; and 
20 R 23 isR 2, orH. 

1 7. The 2,6,9-trisubstituted purine composition of claim 12 wherein Rj* is selected 
from the group consisting of aralkyl, substituted pyridylalkyl, and unsubstituted pyridylalkyl; 
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R 2 is selected from the group consisting of alkyl, which alkyl is optionally substituted 
with from 1 to 2 substituents independently selected from the group consisting of halo, R 22 , 
NR 2 ^ 23 , OR 20 ; 

R 4 is a substituted alkyl having from 2 to 6 carbon atoms optionally substituted with 
5 from 1 to 3 substituents independently selected from the group consisting of R 22 , OR 20 , 
NR 2 ^ 23 ; 

Rj is selected from the group consisting of hydrogen, alkyl, acyl, heterocyclyl, aryl, 
heteroaryl, aralkyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, 
heteroaryl, aralkyl,are optionally substituted with from 1 to 2 substituents independently 
10 selected from the group consisting of halo, aryl, R 22 , SR 20 , NR 2 ^ 23 , NR 20 COR 21 , NR 20 CO 2 R 2 \ 
NR 20 SO 2 R 21 , OR 20 , CN, CO^ 20 , and CONR 2 ^ 23 ; 

R^is a member selected from the group consisting of H, C,_ 2 alkyl; 
R 21 is a member selected from the group consisting of alkyl; 
R 22 is a member selected from the group consisting of C 10 alkyl, aryl, which alkyl, 
15 aryl, are optionally substituted with 1 substituent independently selected from halo, alkyl, 
mono- or dialkylamino, CN, CF 3 ; and 
R^isR^orH. 

18. The 2,6,9-trisubstituted purine composition of claim 12 wherein R/ is selected 
from the group consisting of aryl, substituted aryl, pyridyl, and substituted pyridyl; 
20 R 2 is selected from the group consisting of alkyl, which alkyl is optionally substituted 

with from 1 to 2 substituents independently selected from the group consisting of halo, R 22 , 
NR 2 ^ 23 , OR 20 ; 
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R 4 is a substituted alkyl having from 2 to 6 carbon atoms optionally substituted with 
from 1 to 3 substituents independently selected from the group consisting of R 22 , OR 20 , 
NR 2 ^ 23 ; 

R5 is selected from the group consisting of hydrogen, alkyl, acyl, heterocyclyl, aryl, 
heteroaryl, aralkyl, each having one to 20 carbon atoms, which alkyl, acyl, heterocyclyl, aryl, 
heteroaryl, aralkyl,are optionally substituted with from 1 to 2 substituents independently 
selected from the group consisting of halo, aryl, R 22 , SR 20 , NR 20 R 23 , NR 20 COR 21 , NR 20 CO 2 R 21 , 
NR 20 SO 2 R 2 \ OR 20 , CN, CO.R 20 , and CONR 2 ^ 23 ; 

R 20 is a member selected from the group consisting of H, C U2 alkyl; 

R 21 is a member selected from the group consisting of C,_ 3 alkyl; 

R 22 is a member selected from the group consisting of C,. 3 alkyl, aryl, which alkyl, 
aryl, are optionally substituted with 1 substituent independently selected from halo, alkyl, 
mono- or dialkylamino, CN, CF 3 ; and 

R a isR 21 orH. 

19. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is selected 
from the group consisting 'of aralkyl, pyridylalkyl, and substituted pyridylalkyl; 

R 2 is selected from the group consisting of alkyl, which alkyl is optionally substituted 
with from 1 to 2 substituents independently selected from the group consisting of halo, R 22 , 
and OR 20 ; 

R 4 and Rj are each a substituted alkyl having from 2 to 6 carbon atoms optionally 
substituted with from 1 substituent independently selected from the group consisting of R 22 , 
NR 20 R 2 \ and OR 20 ; 

R 20 is a member selected from the group consisting of H, C,. 2 alkyl; 
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R 21 is a member selected from the group consisting of C lo alkyl; 
R^is a member selected from the group consisting of Q.j alkyl; and 
R 23 is R 21 orH. 

20. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is CH 2 - 
aryl or CH 2 - substituted aryl, R 2 is lower alkyl or substituted lower alkyl, and R» and R, are 
each -CH 2 CH 2 OH , -CHR'CH 2 OH, or -CH 2 CHR'OH wherein R' is hydrogen or alkyl 
having from 1 to 6 carbon atoms. 

21. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is CH 2 - 
Aryl or CH 2 -substituted aryl, R 2 is lower alkyl, and R4 = H, and Rj is -CH 2 CH 2 NH 2 , 
CHR'CH 2 NH 2 , -CH 2 CHR'NH 2 wherein R' is hydrogen or alkyl having from 1 to 6 carbon 
atoms. 

22. The 2,6,9-trisubstituted purine composition of claim 21 wherein R 2 is 
isopropyl. 

23. The 2,6,9-trisubstituted purine composition of claim 12 wherein R/ is CH 2 - 
Aryl or CH 2 -substituted aryl, R 2 is lower alkyl, and R< » -CH 2 CH 2 OH R 5 is CH 2 CH 2 NH 2 , or - 
CHR'CH 2 NH 2 , or - CH 2 CHR'NH 2 wherein R' is hydrogen or alkyl having from 1 to 6 carbon 
atoms. 

24. The 2,6,9-trisubstituted purine composition of claim 23 wherein Rj is 
isopropyl. 

25. The 2,6,9-trisubstituted purine composition of claim 20 wherein R 2 is 
isopropyl. 

26. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is selected 
from the group consisting of aryl, substituted aryl, pyridyl, and substituted pyridyl, R 2 is 
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selected from the group consisting of lower alkyl, substituted lower alkyl, and alkyl 
cycloalkyl, and and R5 are each a substituted lower alkyl having from 2 to 6 carbon atoms. 

27. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is aryl or 
substituted aryl, is lower alkyl, or substituted lower alkyl, and R 4 and R , are each 

5 CH 2 CH 2 OH , -CHR'CH 2 OH, or -CH 2 CHR'OH wherein R* is hydrogen or alkyl having from 
1 to 6 carbon atoms. 

28. The 2,6,9-trisubstituted purine composition of claim 27 wherein Rj is 
isopropyl. 

29. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is benzyl 
10 substituted with a halogen, alkoxy, phenyl, pyridyl or nitro group, R 2 is isopropyl, and R 4 and 

R 5 are each -CH 2 CH 2 OH. 

30. The 2,6,9-trisubstuted purine composition of claim 12 wherein R,* is benzyl 
substituted with a halogen, alkoxy, phenyl, pyridyl or nitro group, R 2 is isopropyl, R 4 = H, and 
R 5 = CH 2 CH 2 NH 2 . 

15 31. The 2,6,9-trisubstuted purine composition of claim 12 wherein R,' is benzyl 

substituted with a halogen, alkoxy, C M alkyl, CF 3 , phenyl, pyridyl or nitro group, R 2 is 
isopropyl, R 4 = H, and R^ = CH 2 CHR*NH 2 wherein R' is hydrogen or alkyl having from 1 to 6 
carbon atoms. 

32. The 2,6,9-trisubstuted purine composition of claim 12 wherein R,' is benzyl 
20 substituted with a halogen, alkoxy, C,. 3 alkyl, CF 3 , phenyl, pyridyl or nitro group, R2 is 
isopropyl, R 4 = H, and R* = CH 2 CR'R'NH 2 wherein R* is hydrogen or alkyl having from 1 to 
6 carbon atoms. 
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33. The 2,6,9-trisubstuted purine composition of claim 1 selected from the group 
consisting of 2-{(2-hydroxyethyl)[9-(methylethyl)-6-({[4- 

(trifluoromethyl)phenyl]methyl}amino)purin-2-yl]amino}ethan-l-ol, {((2S)oxolan-2- 
yl)memyl](6-{[(4-fluorophenyl)memyl]ammo}-9Kmemylemyl)purin-2-yl)amine, 

[((2R)oxolan-2-yl)mefoyl](6-{[(4-fluoro 

yl)amine, (2-anunoemyl)(6-{[3,5^cWorophenyl)memyl]amino}-9-(memylemyl)purin-2- 
yl)amine, (2-aminoethyl)[6-({[4^Moro-3Ktrifluoromemyl)phenyl]memyl}amino)-9- 
(memylemyl)purin-2-yl]amine, [-[(6-{[(4-cMorophenyl)memyl]amino}-9-(me%lemyl)purin- 
2-yl)anuno]-3-methylbutananiide, (2-amino-2-methylpropyl)(6-{[(4- 
cWorophenylJmemynammoJ^^memylemylipurin^-yOamine, 3-(2-[bis(2- 

hydtoxyemyl)amino]-6-{[4<Morophenyl)me^ 

2-[(6.{[(4-cWorophenyl)memyl]anuno}-9<memylemyl)purin-2-yl)a^ 

olt 4-[( {2-[(2-ammoemyl)amino]-9-(methylethyl)purin-6- 

yl}amino)methyl]ben2enesulfonamide, 2-[(2-hydroxyethyl)(6-{[(4- 

memoxyphenyl)memyl]animo}-9-(memylemyl)purin-2-yl)ammo]em^ 2-((2- 

hydroxyethyl){9-( memylemyl>6^[(4-phenylphenyl)amino]purm-2-yl}aimno)ethan-^ 

{2-[(2-ainmo-2-propyl)annno]-9Kraemylemyl)purin-6-yl}[(4-morop^ 

{2^(2-aminoethyl)amino]-9-( methylemyOpiuin-e-yn^-cWorophenylJmemyllaimne, 

{2-[(2-aminopropyl)amino]-9-( methylethyl)purin-6-yl} [(4-chlorophenyl)methyl]amine and 

2-[(2-aminoemyl)(6-{[(4^Wprophenyl)memyl] 

yl)amino]ethan-l-ol. 

34. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is phenyl 
substituted with a halogen, alkoxy, phenyl, pryidyl or nitro group, R 2 is isopropyl, and R« and 
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are each -CH 2 CH 2 OH. 

35. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,* is 
biphenylmethyl, R 2 is isopropyl,. and R< and are each -CH 2 CH 2 OH, 

36. The 2,6,9-trisubstituted purine composition of claim 12 wherein R,' is selected 
5 from the group consisting of3-methylthiophenyl, 4-methylthiophenyl, 4-phenylbenzyl, 4- 

methoxybenzyl, 4-biphenyl, 3-methoxybenzyl, 4-{2-thienyl)benzyl, 4-(4- 
methyl)phenylbenzyl, 4-(4-trifluoromethyl)phenylbenzyl, 4-(4-nitrilo)phenylbenzyl, 4-(2- 
pyridinyl)benzyl, piperonyl, 3-raethoxbenzyl, 4-chlorobenzyl, and 4-nitrobenzyl, R 2 is 
isopropyl, and R< and R 5 are both CH 2 CH 2 OH. 

10 37. The 2,6,9-trisubstituted purine composition of claim 36 wherein R,' is selected 

from the group of compounds consisting of 4-methoxybenzyl, 4-phenylbenzyl, 4- 
methoxybenzyl, 4-biphenyl, 3-methoxybenzyl, 4-(2-thienyl)benzyl, 4-(4- 
methyl)phenylbenzyl, 4-(4-trifluoromethyl)phenylbenzyl, 4-{4-nitrilo)phenylbenzyl, 4-(2- 
pyridinyl)benzyl, piperonyl, 3-thiomethoxphenyl, 4-thiomethoxyphenyl and 4-bromophenyl. 

15 38. A cationic salt of the composition of claim 1 . 

39. An acid addition salt of the composition of claim 1 . 

40. A method for inhibiting cell proliferation in mammals comprising 
administering a therapeutically effective amount of the composition of claim 1 to the 
mammal 

20 41. The method of claim 40 wherein the therapeutically effective amount ranges 

from about 0.001 to about 100 mg/kg weight of the mammal. 

42. The method of claim 40 wherein the composition is administered to a mammal 
suffering from a cell proliferation disorder selected from the group consisting of rheumatoid 
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arthritis, lupus, type I diabetes, multiple sclerosis, cancer, restenosis following ballon 
angioplasty or atherectomy, restenosis following vascular modifying surgical procedures, host 
graft disease, and gout. 

43 . The method of claim 42 wherein the cell proliferation disorder is restenosis. 
5 44. The method of claim 42 wherein the cell proliferation is disorder cancer. 

45. The method of claim 42 wherein the cell proliferation disorder is polycystic 
kidney disease. 

46. The method of claim 42 wherein the mammal is a human. 

47. A pharmaceutical composition of matter comprising the composition of claim 
10 I and one or more pharmaceutical excipients. 

48. An antifungal agent useful for treating fungal infections in humans, and 
animals comprising the composition of claim 1. 

49. The method of claim 42 wherein the cell proliferation disorder is selected 
from the group consisting of lymphoyd neoplasm, cancer of the colon, breast cancer, 

15 ovarian cancer, pancreatic cancer, and cancers derived from endothelial cells. 
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